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FOREWORD 


The  enclosed  annual  progress  reports  constitute  documentation  of 
continuing  review  by  the.  WRAMC  Institutional  Review  Board  (Clinical 
Investigation  and  Human  Use  Committees)  of  ongoing  reseai-ch  at 
WRAMC,  which  is  required  by  DHHS,  FDA,  DOD,  DA,  HSC,  and  WRAMC 
regulations. 

Requests  for  annual  progress  reports  are  sent  to  investigators  in 
August,  and  annual  progress  reports  are  due  15  October. 

When  the  annual  progress  reports  are  received  by  DCI,  they  are  checked 
for  accuracy  and  randomly  sent  to  a  institutional  review  board  member 
who  either  will  recommend  approval  of  the  annual  progress  report, 
request  additional  information,  or  propose  scrutiny  of  the  annual 
progress  report  by  the  entire  board.  The  process  of  requesting 
additional  information  from  the  investigator  and  resubmittal  of  the 
information  to  the  IRB  member,  in  particular,  is  time-consuming 
but  results  in  approval  of  the  majority  of  the  annual  progress 
reports  leaving  few  for  review  by  the  entire  committee.  All  the 
individual  annual  progress  reports  in  the  current  report  have  been 
approved  by  the  committee  and  therefore  represent  the  culmination  of 
the  review  process  for  ongoing  research. 

Please  note  that  there  are  several  blank  pages  in  the  report.  Blanks 
represent  annual  progress  reports  still  in  process  of  review  by  the 
WRAMC  Institutional  Review  Board.  A  supplement  containing  these  yet 
unapproved  annual  progress  reports  will  be  published  later. 

The  compilation  of  this  r-eport  and  review  of  over  350  ongoing  projects 
could  not  have  been  accomplished  without  the  perseverance,  patience, 
and  proficience  of  Mrs.  Ethel  Ervin. 


During  FY  80  the  Clinical  Investigation  Program  at  Walter  Reed  Army 
Medical  Center,  already  easily  the  largest  in  Health  Services  Com¬ 
mand,  continued  to  expand.  At  the  beginning  of  the  fiscal  year 
there  were  232  active  work  units,  over  137  new  research  protocols 
were  approved  during  the  course  of  the  fiscal  year.  There  were 
more  than  78  publications  related  to  approved  clinical  investigation 
projects.  Despite  the  increasing  workload,  the  Department  of 
Clinical  Investigation  provided  improved  support  to  the  Clinical 
Investigation  and  Human  Use  Committees  at  Walter  Reed  Army  Medical 
Center  by  refining  the  protocol  approval  process. 

Primary  and  secondary  review  of  research  protocols,  editorilization 
of  consent  forms  and  refusal  to  process  protocols  not  reviewed 
by  department  chiefs  were  among  the  innovations  that  allowed  the 
Walter  Reed  Army  Medical  Center  Clinical  Investigation  Committee 
and  Human  Use  Committee  to  subject  Walter  Reed  Army  Medical  Center 
research  to  the  highest  standards  of  review  for  both  scientific 
merit  and  adequacy  of  protection  of  human  subjects. 

The  designation  of  a  full  time  editorial  assistant,  Mrs.  Iris 
Hepburn,  played  an  integral  role  in  the  improvement  in  the  protocol 
processing  mechanism. 

In  FY  80  DC I  was  able  to  expand  the  type  of  support  it  could  provide 
investigators.  Thanks  to  the  dedicated  efforts  of  Mr.  Mack  Burton, 
the  admininstrative  officer,  DCI  was  able  to  obtain  additional 
space  in  outlying  buildings,  which  have  now  became  the  Animal  Research 
Facility  and  Gastroenterology  Research  Lab,  finally  providing  support 
in  two  areas  that  historically  had  not  had  adequate  facilities. 

As  FY  80  ended,  DCI's  first  two  allied  health  scientists.  Major  Lauren 
Reed  and  CPT  Rudolfo  Bongiovanni  were  approaching  the  end  of  their 
assignments  at  WRAMC.  Both  individuals  have  made  substantial  contri¬ 
butions  to  the  clinical  investigation  program  at  WRAMC  and  are  evidence 
that  the  allied  health  scientist  can  play  a  very  important  role 
working  in  conjunction  with  the  MD  investigator. 

DCI  continues  to  be  fortunate  to  have  outstanding  command  support, 
both  from  Major  General  Baker  and  his  successor  Major  General  Mittemeyer. 
Despite  relatively  austere  resources,  DCI  has  enjoyed  an  adequate 
budget  for  supplies  and  contractural  services.  The  Commander,  WRAMC 
approved  the  move  of  DCI  to  more  spacious  facilities  on  Ward  61, 
which  DCI  has  been  occupying  since  1/80. 

The  Clinical  Investigation  Program  at  WRAMC  has  also  been  very 
considerably  strengthened  by  the  members  of  the  CIC  and  HUC  each  of 
Whom  have  unrelated  busy  duty  assignments  but  nevertheless  dedicate 
several  hours  of  time  monthly  to  the  critical  review  of  protocols, 
counselling  investigators  with  regard  to  possible  improvements  in 
protocols,  and  protection  of  human  research  subjects  at  WRAMC. 


The  future  of  DCI  holds  challenges  and  excitement.  From  the  current 
rate  of  protocol  submittal,  it  is  estimated  that  we  will  close 
FY  81  with  over  500  active  protocols.  DCI  has  been  tasked  with 
supporting  the  Vietnam  Head  Injury  Study,  a  four  year  recall  study 
of  head-injured  Vietnam  veterans  funded  by  a  1.8  million  dollar 
VA  grant.  It  is  clear  that  the  Oncology  program  at  WRAMC  requires 
more  personnel  in  order  to  fulfill  all  its  responsibilities  in 
clinical  research.  The  Neurology  Service  wishes  to  enter  the  arena 
of  Phase  II  evaluation  of  antiepileptic  drugs.  Finally,  the  new 
final  DHHS  and  FDA  regulations  on  clinical  investigation  will  need 
to  be  implemented. 
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Unit  Summary  Sheet 


Department  of  Clinical  Investigation 
Walter  Reed  Army  Medical.  Center 
This  Annual  Progress  Report  is  for  the  Fiscal  Year  1930. 


1.  Mission  Changes 

a.  Expansion.  During  FY-80,  the  Department  of  Clinical  Investigation 
implemented  a  new  Gastroenterology  Research  Laboratory  in  Bldg.  T-2.  With 
the  help  of  a  Veterinary  Officer  who  is  a  collaborative  investigator,  this 
laboratory  is  already  in  full  operation  and  has  produced  abstracts  and 
publications  to  date. 

b.  Currently  there  arc  thirteen  (13)  Clinical  Investigation  Inheritor 
at  WRAMC  with  all  but  three  (3)  located  in  the  new  hospital. 

c.  An  animal  procedures  laboratory,  formerly  part  of  the  Organ 
Transplant  Service  located  at  Forest  Glen,  and  moved  to  Bldg  #1  on  main 
post  in  FY  79  is  now  in  Bldg  7.  Two  portable  containment  systems  for 
housing  rodent  size  animals  are  on  order  thus  providing  us  the  ability  to 
kennel  rodents  within  our  department.  Surgical  procedures  and  radio¬ 
isotope  injections  are  now  carried  out  in  this  area.  We  continue  to 
depend  on  WRAIR  for  kenneling  and  care  of  animals  larger  than  rats. 

d.  Through  a  $1.8  million  grant  from  the  Veterans  Administration, 

DCI  WRAMC  is  supporting  a  study  of  Vietnam  era  veterans  with  projectile 
head  wounds.  The  study,  now  in  the  data  collection  phase ,  will  last 
approximately  four  years  and  will  eventually  accession  about  1200 
veterans  which  have  been  followed  medically  since  their  injury  as  early 
as  1967.  CAT  scanning  will  be  used  for  the  first  time  in  a  study  of 
such  size  and  scope.  The  project  entitled,  "Anatomical  and  Functional 
Sequelae  of  Head  Injuries  Incurred  in  Vietnam,"  was  guided  from  its 
inception  by  Dr.  William  F,  Caveness,  M.D.  until  his  death  in  January  1981. 
MAJ  J.D.  Dillon,  MC,  US  Army,  a  neurosurgeon,  has  taken  over  as  project 
manager  and  principal  investigator.  Term  appointments  for  approximately 
ten  people  to  conduct  the  project  have  been  approved  by  HSC  with  hiring 

to  proceed  as  soon  as  possible  after  the  Presidential  hiring  freeze  is 
lifted  or  further  defined.  We  hoj>e  to  begin  accessioning  patients  in 
April  1981. 

e.  Reference  Interim  change  to  HSC  Reg  10-1,  dtd  2 A  June  1980. 

The  interim  change  establishes  a  Department  of  Clinical  Investigation 
at  WRAMC  since  WRAMC 's  activity  consists  of  ten  (10)  or  more  personnel. 

The  interim  change  also  deletes  the  Clinical  Investigation  Service  for 
such  activities  consiting  of  ten  (10)  or  more  personnel .  The  interim 
changes  is  effective  until  superseded  by  a  formal  printed  change  to 
HSC  Reg  10-1;  and  as  an  interim  measure,  issued  in  other  than  page-for- 
page  format. 


2 .  Personnel  Actions,  Current:  Strength 

a.  Personnel  hired  on  temporary  appointment  to  provide  support 
to  investigative  projects. 


Alston,  Stephanie  GS-02 

Wang,  Elizabeth  GS-13 

b .  Current  Manpower 

0699 

0180 

Description 

Grade 

MOS 

Br 

Actual 

Name 

C,  Clin  Invest  Dept. 

05 

61F9C 

MC 

1 

Boehm 

Asst  C,  Clin  Invest  Dept. 

04 

61F9B 

MC 

1 

Schuster 

Lab  Officer  (Admin) 

04 

68F9D 

MSC 

1 

Reed 

Biochemist 

03 

68COO 

M SC 

1 

Bongiovanni 

Dietitian 

03 

3420 

AMS 

1 

Douglas 

Med  Lab  NCO 

E7 

92B 

AMED 

1 

Moody 

Med  Lab  SP 

E5 

92B 

AMED 

l 

Lambert 

Med  Lab  SP 

E4 

92B 

AMED 

1 

Morgan 

Science  &  Eng 

E6 

01H30 

1 

Shelton 

Supv  Rsch  Chemist 

14 

1320 

GS 

1 

Bruton 

Microbiologist 

12 

0403 

GS 

1 

Dobek 

Microbiologist 

12 

0403 

GS 

1 

Ciak 

Admin  Officer 
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Clk,  DMT  04  0316  GS 

Bio  Lab  Tech  05  0404  GS 


Investigation  Program  Summai 


Number  of  Active  Protocols  269 
Number  of  Completed  Protocols  66 
Number  of  Terminated  Protocols  32 


4.  Incentive 


2  McAnna 1 ly 

1  Martin 


The  Bailey  K.  Ashford  Award  medallion  presented  annually  to  the  staff 
member  at  Walter  Reed  Army  Medical  Center  whose  research  project  was 
voted  the  most  outstanding  contribution  to  the  WRAMC  investigative 
program  was  Major  Thomas  G.  Brewer,  MC,  Gastroenterology  Service,  for 
his  paper  entitled,  "Maximal  Rate  of  Urea  Synthesis  Reflects  Hepatic 
Cell  Mass  in  Rats";  and  Major  Louis  N.  Pangaro,  MC,  on  the  metabolism 
the  thyroid  hormones  in  health  and  disease. 


Funding,  FY-80: 


of 


Civilian  Personnel 
Military  Personnel 
Travel 
Contracts 


Supplies 

MEDCASE 


$536,214.18 
$327,094.34 
$  21,500.00 
$115,000.00 
$472, 800. TO 
$  68,101.00 


Total 


$1,540,709.52 


TABU:  PUBLICATIONS  AND  PRESENTATIONS ,  FY-8C 


DEPARTMENT  OF  MEDICINE 

Johnson  JP,  et  al.  'The  Role  of  Plasmapheresis  in  Anti-GBM  Mediated  Renal  Diseat*. 

Controversies  in  Nephrology  -  1979,  Winchester  and  Schriener.  eds, ,  1 0" ' 

Pangaro  L.  Burman  KD  and  Wartofsky  L,  et  al,  Thyroid  Function  Teste  in  Cord 
Blood  Maternal  Serum  Fluid.  JCEM  50:1075,  1980. 

Pangaro  L,  Burman  KD.  and  Wartofsky  L.  Investigations  into  the  Physiology  of 
RT3  and  3,3'T2.  JCEM  50:1075,  1980. 

•.urman  KD,  et  al  'The  effect  of  ObesU  ■  md  Fes". ;.ng  -  ?3  Receptor'  in  Mr  'v 

Cells.  JCEM  51:106,  1980. 

Lvoy  IT-.  Effect  of  Ty  and  rl3  on  Plasma  Cycl»  Nucleotide  lx: vis  on  Sheri  . 
Endocrinology  107:130-136,  1980. 

Glass  AR.  Insulin  Resistance  in  Diabetes;  Relative  Effect  on  Glucose  ana  Am inn 
Acids.  Presented  at  the  American  Diabetes  Association  Meeting  ar -1  at 
the  International  Symposium,  1980.  (Abstract) 

Pangaro  L,  et  al.  Glucose  Regulation,  Peripheral  Thyroid  Hormone  Economy  in 
Fastea  Subjects.  JCEM  5): 1075,  1980.  7 

Burman  KD,  et  al.  Alterations  in  TRH  Stimulation  in  Obesity  and  Fasfine 
Metabolism  29:46,  1980.  ° 

Wray  HL.  Effect  of  Thyroid  Status  on  the  Hormonally-Induced  Cyclic  AMP  Re-mv/nse 
of  the  Kidney.  Endocrionlogy  106  (Suppl):122.  1980. 

Vigerskv  M-nd  ^“^fec-  jttel  a-1-  iestolactore  (Teslar.)  in  OUgospevvi. 

Wray  HL,  Buma^KD.^et  al^^  Investigations  Concerning  the  Physiology  of  Jodothyroni 

Pangaro  **  Development  of  a  Radioimmunoassay  of  Trilvdot 

Vigerskv  RA,  Mozingo D  Eil  E,  Purohit  V  and  Bruton  J.  "Anti-Androgenic  Proper . 

l?j9a80!"TeStOlaCtOne  reslac)'  Presented  at  the  Endocrine  Society^ 

Smallridge  RC.  Radioactive  Assessment  of  Cardiac  Function  in  Patients  with 
Acromegaly.  Clinical  Research  28:198A.  1980. 

Smallncge^RC. ^Breast  Carcinoma  and  Thyroid  Hormone  Receptors.  Clinical  Resea-,  : 
Burman  ^^al  .g^Th.e  Effect  of  F  .sting  Upon  TSH  Response  to  TRH.  Metabol  < 
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Smith  C,  Mehlman  T,  and  Vigersky  RA.  ' 'Treatment  of  Hirsutism  with  Cimetidine1 ' . 

Presented  at  the  62nd  Annual  Meeting  of  the  Endocrine  Society,  June  1980. 

Raveche  E,  Vigersky  RA,  Tj in  JH,  and  Steinberg  A.  "Murine  Thymic  Androgen. 
Receptors".  Presented  at  the  Arrer,  Rheumat.  Assoc.,  May  1980. 

Brewer  TG,  Dunn  MA,  Berry  WR  and  Harmon  Jib  Urea  Synthesis  Reflects  Hepatic- 
Mass  in  Rats.  Gastroenterology  79  1980. 

Tramont  EC.  C reponema  Pallidun  (Syphalis)  m  Principles  and  Practice  of  infectious 
Disease.  Chapter  l80,  1979,  Handel J  ,  Bennett  and  Douglas,  ffcGrawHi.il,  eds) 
New  Ycrk. 

Dobek  A,  Klnymun  b  ,  Dickson  E  Jr. ,  :.,covill  J,  and  Tramont  LG.  Inhibition  of 

Clinically  Significant  Bacterial  Organisms  In  Vitro  by  2-AceCyipyrl-T.ne 
Thiosemi: •  a '.botone .  Antimicrobial  Agents  and.  Chemoti»crapy.  18  (1; : 27—36 , 

1980. 

Tramont  EC,  Ciak  J.  McChesney  D,  Boslego  JW,  and  Brinton  CC.  Cress  Reactivity 

of  Gonococcal  Pill  as  Determined  by  Inhibition  of  Epithelial  Cell  Attachment 
Presented  \r  the  ICCAC,  Boston,  Mass,  1979.  ('''be. race) 

Tramont  EC,  Boslego  .JW,  Sadoff  J,  Zollinger"  W,  I.olik  A,  Bryan  J,  and.  Erin  “on  CC. 

Safety  and  If.-munogenicity  Study  of  Gonococcal  i’llus  Vaccine.  Presented  at 

the  ICCAC,  Boston,  Mass,  1979.  (Abstract) 

Tramont  EC,  Ciak  J,  Boslego  JW,  McChesney  DG,  Brinton  CC,  and  Zollinger  W,  Anti- 
Genic  Specificity  of  Antibodies  in  Vaginal  Secretions  During  Trifection  with 
Neisseria  Conorrhoeae.  J  Infect.  Dis.  142:23-31.  1980. 
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Forum  30: 365-366,  19/9. 

Kramer  KX.  ’FL  tra  sonographic  Measurement  of  Chorodlal  Mel  anc.ra.  Presented  at 
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Schwartz  DM,  and  Surr  RK.  Three  Experiments  on  the  California  Consonant  Test. 
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cf  Quality  Judgments  of  Speech  Signals  Processed  by  Hearing  Aids. 
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July  1980.  (Abstract) 
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Vasculitis.  Clin.  Exp.  Immunol,  36:165,  1979. 
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J.  Allergy  Clinical  Irrmunol.  In  Press  1980. 
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Ir.duceci  Aggregation  and  C5a-Induced  Chemo taxis  of  Human  Newborn 
Neutrophils.  Pediatr.  Res.  1.4:142-146,  1930. 

Mease  AD,  Burgess  DP,  and  Thomas  PJ.  Differences  Between  Neonatal  arid  Adult 
CcmDlerent— Induced  Neutrophil  Aggregation  and  Cellular  Augnx.  ration 
of  Neutrophil  Cherrotaxis.  Pediatr.  Res.  14:549 


DEPARTMENT  OF  PSYrMr-s'..".;Y 

Hunter  JG.  Tne  Developmental  significance  of  Transitional  Objects.  Presented  to 
the  Annual  Department  o?  Psychiatry  Research  Symposium,  June  1980. 
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Kark  JA  end  L--.-si.n  LS.  Sickle  Cell  Disease  and  Variants  in  Hematology  rod  Oncology 
M.  Lichc.un,  eds,.)  Grur  .•  and  Struct..  Inc.,  New  York,  NY,  pp.~6y-97,  1980. 

Kcrk  JA,  Hannah  JS,  Hick  CU,  Borg-!  -vsnni  R,  Tessin  LS,  and  iiayes  K.  Vitamin  35 
Aldehydes  as  Potential  An ti sickling  Agents.  Presented  at  the  Fifth 
Interna tional  Red  Cell  Conference,  September  1980,  Ann  Arbor,  Michigan. 

Kark  JA,  Hicks  CU,  and  Eorgiovami  R.  Inhibition  of  Erythrocyte  Sickling  by 
Pjridv'el  Phosphate.  Clin.  Res.  28:315A,  UcO. 
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Demhrosk  TM,  MacDcugall  JM,  and  Shaffer  RT 
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PROTOCOL  n004 


TITLE:  Stress  Ulceration  in  a  Medical  ICU:  Incidence  and  Possible 
Prevention  with  Cimetidine 


INVESTIGATORS: 

Principal  Investigator:  Dr.  Lawrence  F.  Johnson 

Dr.  Michael  T.  Keegan 


DATE  COMPLETION :  Estimated  January  1982 


OBJECTIVE:  To  prove  in  a  double  blind  randomized  fashion  if  Cimetidine 
.  Is  effective  in  decreasing  the  incidence  of  stress  induced  gastrointesH“-.a } 
hemorrhage  in  the  Medical  Intensive  Care  Unit. 

-  TECHNICAL  APPROACH:.  See  Protocol 

PROGRESS  and.  RESULTS:  Since  the  last  report,  2  patients  have  been  added 
>  t.y  the  study.  The  double  blind  code  has  not  been  broken,  so  it  is  impos  - 
ui’.ai.o  to  determine  at  this  time  the  ef  'icacy  of  Cimetidine  v:  placebo, 
interim  evaluation  of  the  submitted  data  to  Smith,  Klein.  French  on  38 
patients  seems  to  indicate  that  there  is  some  trend,  but  they  are  not 
willing  to  say  that  there  is  any  significant  difference  between  the  r.wc< 
groups  at  this  time.  In  patients  studied  so  far,  there  have  been  no 
.  untoward  side  effects  that  could  be  related  to  the  study  drug  or  the 
protocol.  Of  note  is  that  accession  of  patients  to  the  study  has  been 
hampered  somewhat  by  the  wide  spread  use  of  Cimetidine  in  this  hospital 
and  outlying  referral  hospitals. 


CONCLUSIONS:  Forty  patients  have  been  studied  to  date  under  the  protocol. 
Because  it  is  a  blinded  coded  protocol  and  the  code  has  not  been  broken 
and  no  results  are  available  at  this  time,  it  is  anticipated  that  ade¬ 
quate  data  can  be  obtained  with  a  total  poo’,  of  10  patients,  it  is  ached 
'hat  the  study  bo  continued  until  at  Irort  >0  mere  patients  are  accc-sed. 

FUNDS' UTILIZED^  None 


FUNDS  REQUESTED,  FY  80:  Same  as  original  protocol 


PUBLICATIONS  TO  DATE:  None 


TYPE  OF  REPORT:  Interim 


ADDENDUM: 

Forty  patients  have  been  studied  uiuhu  ;  he  "otoco]  r.r.c  there  have  been 
no  untoward  side  effects  noted  that  could  be  deti n*  tel;*  re! s Led  to  the 
drug  or  to  the  protocol.  On  site  inspection  and  drug  inventory  has  been 
carried  out;  as  prescribed  by  FDA  regulations  bv  ’rich,  Tleir.  Frs.rrh. 
Company  on  a  tegular  basis. 


PRECEDING  F»G£  BLAWK-i»0T  FIIpLD 


Date:  1  December  1980 


I  Protocol  No:  1005 


Straus:  Interim  X 

Final 


Title  of  Project:  ‘ - - - - 

Polycythemia  Vera  Study  Group  J?12,  Efficacy  Trial  using  Hydroxyurea  (HU)  in 
the  Treatment  of  Primary  Thrombocytosis. 

Starting  Date:  22  January  1980  jSatimalad  Completion.  Date:  Within  the  next  fiscal 

_  year. 

Principal  Investigator:  Daniel  B.  Kimball,  Jr.,  COL,  MC 


Associate  In. vast! gators :  Facility:  WRAMC 

Staff  and  Fellows  of  the  Hematology-' 

Oncology  Service 

Dept/Sve  Department  of  Medicine 


Key  \V ords : 

Accumulative  MZDC 
Cost: 


ilSS  Accumulative  Contract  Accumulative  Supply 

Cost:  !  Cost: 


FY-SO  MED  CASE  Cos!/ 


; Periodic  Review  Results: 
i  (to  be  filled  in  by  DC!) 


Study  Objective; 

To  study  the  usefulness  of  Hydroxyurea  In  the  treatment'  of  primary  throabocytosir. 
in  an  attempt  to  find  an  acceptable  nonalkalafcing  chemotherapy  agent  to  reduce  the 
risk  of  acute  leukemia. 


-Technical  Approach: 


Progress  during  FY  SO: 

No  patients  from  Walter  Reed  Army  Medical  Center  have  been  entered  on  this  national 
protocol.  Nationally  43  patient.3  have  been'accrued  to  this  study  of  . whom  26  have  been 
evaluated  for  periods  of  longer  than  3  months.  Of  the  evaluable  patients  12  ac hieved 

K umber  of  subjects  to  he  studied  before  completion  of  study; _ _ _  (over) 

Serious/ur.expected  side  effects  in  subjects  participating  in  project: 

Conclusion.':  Protocol  1.2  continues  to  be  open  for  patient  accrual  and  it  is  antici¬ 
pated  that  12  more  patients  acquired  nationally  would  provide  for  complete  accrual 
to  the  protocol. 

Publications  or  xAbs'racto,  FY-  SO:  None. 


Progress  during  FY80  (wutinued) : 

a  complete  r ■  scion  as  defined  by  a  platelet  count  less  than  450,000.  An  addition*]  9 
patients  have  had  good  partial  responses  with  platelet  counts  being  maintained  .in  tin  normal 
range  or  less  than  600,000  for  periods  of  greater  than  one  year  in  12  of  21  patients .  Oriy 
2  patients  have  had  no  response  to  Hydroxyurea.  Toxicity  has  been  mild  and  consisted  mostly 
of  leukopenia.  One  patient  has  had  pharyngitis  and  rash  secondary  to  the  Hydroxyurea.  Three 
deaths  on  the  study  hav  occurred.  One  patient  died  after  being  in  complete  remission  for 
a  period  of  more  than  one  year  and  after  Hydroxyurea  therapy  was  discontinued  and  the  patient- 
then  relapsed.  The  Hydroxyurea  was  restarted  in  an  inappropriately  high  dose,  the  patient 
developed  pancytopenia  and  subsequently  died  of  Candida  septicemia.  One  patient:  with  a  his¬ 
tory  of  a  previous  polycythemia  vera  developed  herpes  zoster  infection  and  then  went  on  to 
develop  peripheral  blasts  and  acute  Jeukemia  and  died  or  pneumonia,  'i':.'-  third  dr-ath  was  an 
elderly  patient  who  died  in  a  nursing  home  of  cardiac  causes. 


t 


Date:  1  pecenbat^JIiaQ  1  Protocol  Km  1006 _ 

hide  o l  .Project: 

Polycythemia  Vera  Study  Group  Protocol  //3 ,  Efficacy 
in  Polycythemia  Vera 


St  atu:;-,  Iat.cri:a 
_ I’naiJ 

Trial  Using  Hydroxyurea 


X 


(HU) 


gk^^L)^^_2g_j^^y_l_980~  stii^S  Completion  Date:  it  is  anticipate  T^r 


Principal  Investigator:  Daniel  B.  Kimball,  Jr.,  COL,  MC  \lly  within  the 


protocol  will  be  closed  nation 


Associate  Investigators: 

Staff  and  Follows  of  the  Hematology-' 
Oncology  Service 


next  year. 


Facility:  •  WRAMC 


Dept/Svc  Department  of  Medicine 


Key  Words: 


Accumulative  iMEDCASF. 
Cost: 


Accumulative  Contract 
Cost: 


FY-80MEDCY3S  Cost: 


Periodic  Review 


Af : cumulative  Supply 
Cost : 


P^esulrs: 


(to  ba  filled  in  by  D Cl)  ■ 


Study  Objective:  .  ’  ~  '  7 

To  develop,  .a  efficacious  nonalknlating  form  >».(!  chemotherapy  for  the  treatment  of 
polycythemia  rubra  vara  in  an  attempt  to  reduce  the  incidence  of  leukemia, 


Technical 


approach: 


Progress  uu.ri.iy;  FY-  o0:  {Jo  patients  Lr<  u  the  <4  •  Iter  '■>>.  • !  Army  Medica!  '.enter  hav< 

been  randomized  to  this  protocol.  Nationally  65  patients  have  been  entered  into 
this  study.  The  study  to  date  has  indicated  that  100%  of  all  patients  treated  have 
i.tial  response.  The  duration  of  the  response,  however,  varied  from  brief 

.  . . (o  v  •'  -  ) 


Number  of  subjects  to  be  studied  before  completion  of  study:  ' _ 

Serious/ unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  The  study  remains  open  for  patient  accrual  and  shows  that  Hydroxyurea  ir. 
an  effective  agent  for  the  initial  control  of  newly  diagnosed  polycythemia  rubra  vp.vn 
It  will  take  further  time  to  decide  whether  the  leukemia  risk  is  as  great  with  this 

Publication  >;c  iV-stm-cl'i,  FY-SO.  a«enf  as  it  wir1-  'ooiztrg  -adiation  or  on  alYI.-i 

.  None  ing  -gent . 


r> 


Progress  during  FY9.0;  (Continued) 

to  greater  than  one  year.  With  regard  to  toxicity  slightly  more  than  50%  of  the 
patients  had  significant  toxicity  with  thrombocytopenia  being  the  mor.t  common  ana 
leukopenia  the  next  most  common  ns  would  be  expected  Despite  the  frequency  of 
leukopenia,  no  patient  had  a  significant  infection  a;v.  evidence  of  clinical  bleeding 
was  rare  despite  marked  thrombocytopenia  in  some  patients.  Anemia  was  of  no  clinic?, 
significance.  Twenty-one  of  46  patients  achieved  excellent  control  without  need  for 
any  further  phlebotomy.  Eleven  per  cent  had  a  satisfactory  response  with  only  one 
occasion  per  year  where  the  patient  was  considered  to  be  out  of  control,  that  is  a 
hematocrit  greater  than  50%  or  a  pi,,  telet  count  greater  than  1,000,000.  Forty-four 
per  cent  of  the  patients  failed  to  achieve  adequate  control  by  the  criteria  mentioned 
above.  Clinically,  however,  many  of  these  patients  v'no  were  categorized  as  failure-- 
did  very  well.  There  were  two  deaths  in  patients  in  the  study  which  occurred  rela¬ 
tively  early,  but  they  were  not  Hue  to  inadequate  management.  There  were  also  two 
major  hemorrhagic  episodes,  one  case  of  Mallory-Weiss  Syndrome  which  was  thought 
possibly  to  be  secondary  to  gastrointestinal  upset  resulting  from  the  Hydroxyur  i-.-- 
therapy  and  there  was  one  episode  of  gastvo Intestinal  r.leedir - ,  An  analysis  by 
group  of  the  failure  of  the  Hydroxyurea  regimen  suggested  the  following  contributing 
causes:  (1)  incorrect  doses,  (2)  inadequate  doses  despite  lack  of  toxicity,  (3) 

reduction  in  dosage  of  Hydroxyurea  to  inadequate  levels  after  an  initial  episode, 
of  toxicity,  (4)  inadequate  phlebotomy  before  the  patient  was  started  on  Hydroxyurea 
therapy,  (5)  excessive  early  iron  replacement  therapy,  and  (6)  patient  unreliability. 
One  patient  on  the  study  has  developed  acute  leukemia  ar.d  the  patient  had  a  complete 
remission  following  its  treatment.  Recommendations  to  investigators  within  the  -.•roup 
included  that  the  patients  be  phlebotomized  adequately  before  starting  Hydroxyurea 
therapy  in  order  to  avoid  inadequate  hematocrit  control  in  the  face  of  white  cell  or 
platelet  toxicity.  In  previously  untreated  patients,  excellent  control  has  been 
obtained  with  Hydroxytw -  !.n  greater  than  75%  cf  the  cases,  however,  in  patient. r. 

who  have  previously  been  treated  the  incidence  of  excellent  control  Is  only  35%. 

Iron  replacement  as  indicated  by  serum  iron  and  per  cent  saturation  does  occur  in 
patients  treated  with  Hydroxyurea  and  seems  to  parallel  the  increase  in  mean  corpus¬ 
cular  volume.  Patients  on  the  Hydroxyurea  do  not  need  to  be  phlebotomized  unless  the 

hematocrit  is  greater  than  or  equal  to  50%.  A  subcommittee  haz  been  appointed  in 
order  to  plan  a  second  generation  protocol  to  cvcceed  this  current  study. 


4  ~T 

1.  I 


Data:  cent .,„h0?.  loan 


[.Protocol'  No:  1121 


Status:  Interim  y 


Final 


Title  of  Project:  "Combines  Prednisone  and  Cytoxan  Therapy 
Coupled  with  Plasma  Exchange  in  the  Treatment  of  Anti -glomerular  Basement  Membrane 
(Anti-GBM)  Antibody  Induced  Disease" 


Starting  Data:  November  1975 


Estimated  Comoletloa  Date:  pgror-spr  103] 


Principal  Investigator:  John  P*  Johnson,  MD,  LTC,  MC,  Division  of  Nephrology,  WRAIR 


Associate  Investigators: 

Jack  Moore v  Jr.,  MO,  MAJ,  MC 


Facility:  WRAIR  and  WRAMC 


Dept/Svc  Nephrology  Service 


Keywords:  Anti-GBM  Disease,  Good-pasture's  Sundrome,  Plasma  Exchange, 

_ C.v  toxic  Therapy 

Accumulative  MED  CA  SE 
Cost:  n _ 


FY-SO  MEDGASE  Cost: 


Accumulative  Contract 
Cost:  Q _ 


Accumulative  Supply 
Cost:  Q _ 


Periodic  Review  Results:_ 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  compare  the  effect  of  Cytoxan  and  Prednisone  alone  and  in 
combination  •:  th  plasma  exchange  on  the  rate  disappearance  of  circulatory  anti- 
glomerular  basement  membrane  antibody  and  tie  effect  of  this-  in  modifying  disease 
course. 


Technical  Approach:  Patients  are  randomized  based  on  last  SS#  digit  to  receive 
Cytoxan-Prednisons  vs.  Cytoxan,  Prednisone  +  4  liter  plasma  exchange  three  times 
weekly  plasma  exchange  require  the  use  of  the  Blood  Bank  for  plasma  exchange  use  and 
fresh  frozen  plasma.  Serum  samples  are  serially  gathered  and  analyzed  for  anti-GBM 
activity  grv-fis  by  Curtis  Wilson,  MD,  Chief,  Immuro-Pathology  ,  Scripps  Research 
Clinic,  LaJs  ia,  .'alifonua. 

Progress  d\  ring  FY-SO:  Two  patients  have  been  enrolled  in  the  protocol  during 
FY  30.  One  patient  is  now  stable  iwtht  he  nephrotic  syndrome  and  serum  creatinine 
of  2.2  and  is  off  protocol,  having  completed  the  regimen.  The  second  patient  is  cur¬ 
rently  og  the  protocol ,  is  undercoi no  plasma  exchange,  and  is  stahle  with  a  se rjJ m  c )■ v ; 

Nuniberof  suaibc'ts'fo  be  studied  before  completion  of  study:  6  Additional  (Total  of  20) 

Secious/une:<pected  siple  effects  in  subjects  participating  in  project:  0ne  patient  developed 
nooag  negative  nephritis  which  necessitated  removal  of  the  patient  from  the  protocol 

Ip3  hpf'-.fppn  f-na_h.pg.lb  l.ic  .IPS  plaer»a  .avi-iijjnga,  ±P'Oaj.C.S-LLr!r.!jajr.J  fili-L  RlS 

Conclusions;  hepatitis  has  completely  resolved. 

Only  tentative  conclusions  can  be  reached  at  this  time.  The  rate  of  di sappearanoe  of 
anti-GBM  antibody  appears  to  be  similar  between  the  two  croups,  but  the  numbers  studied 
are  too  small  to  reach  definite  conclusions. 

Publications  or  At- -tracts.  FY-80:  Johnson,  J.P.  et  j_l:  "The  P  Me  of  ~ !  semaphores!  s  m 
Mated ^§^al  Disease"  Controversies  in  Nephrology,  1979  ,  Winchester  and 


Work  Uni t  No. :  1121 

Funds  Utilized,  FY-80:  None 


Personnel:  John  P.  Johnson,  MD,  I.TC,  MC,  Department  of  Nephrology,  WRA 
Jack  Moore,  Jr.,  MO,  MAJ,  MC,  Nephrology  Service,  WRAMC 

Funds .  None 

Equipment:  None 

Funds :  None 

Supplies:  None 

Funds:  None 

Travel :  Presentation  at  National  Meeti”'-’? 

Funds:  S60U.0C 
Other:  Reprint  Expense 

Funds:  $300.00 

Total  Funds  Requested,  FY-81:  $900.00 


r 


Date:  13  October  19S0 

(Protocol  No:  ^24 

(Status:  Interim  u 

Title  of  Project:  1  i  ne  c; 

•feet  of  Hyperuricemia  on  Cisronic 

(  Pinal 

Renal  Failure" 

StartingDate:  December 

1977 

Estimated  Completion  Date: 

uncecermi ned  *  " 

Principal  Investigator: 

Daniel  A. 

Mash,  Jr.,  HD,  LTC,  MC 

Associate  Investigators : 


Facility:  WRAMC  Nephrology  Service 


None 


iDept/Svc  Department  of  Medicine/ 
! _  Nephrnloov  Service 


Kay  Words: 


Hyperuricemia,  Chronic  Renal  Failure 


Accumulative  MED CASE 
Cost: _ 

FY-80  MEDC ASE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results 
(to  be  filled  in  by  DCI} 


Study  Objective:  To  determine  if  hyperuricemia  occurring  i h  patients’ wi  i.n  cnrohic 
renal  failure  from  other'  causes  is  a  deleterious  factor  in  the  progression  of  trie: 

renal  failure. 


Technical  Anoroach:  Patients  with  progressive  chronic  renal  failure  and  signif 
hyperuricemi a  will  be  prospectively  vol lowed  until  they  are  encereo  into  a  prog 
of  hemodialysis  or  kidney  transplantation.  Such  patients  will  be  randomized  in 
groups  whose  hy  ue^uriceinia  'is  untreated  or  into  groups  where  the  hyperuricemia 
normalized  with  the  use  of  Allopurinol.  The  course  of  their 
plotted  usr-g  tt-e  ret  .'procal  of  the  creatinine  to  obtain  a  1 
be  used  fc;  "  iris.n  between  the  two  groups. 

Progress  du-:ip.g  FY-i'O:  One  addi  tional  patient  was  fourc  wth  a  su" 'cable  degre 
hyperuricemia  and  chronic  renal  failure  to  be  entered  into  the  protocol  ihis 
dual  has  been  followed  prosnectiv?ly  for  approximately  eight  months.  There 'ha V 
been  a  totaf  of  4  entries  into  tms  protocol  observation. _ 
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Number  of  subjects  to  be  studied  before  completion  of  .study: 


20 


Serious/unexpected  side  effects  in  subjects  participating  in  project: 


NONE 


Conclusions: 


NONE 


IMblications 


olracts  FY-80: 


flour. 


Funds  Utili zed,  FY-30: 
Fund:ng  Requi  remen  ‘.s ,  F 
Personnel :  None 
Equipment:  None 
Suppl ies :  None 
Travel:  $600.00 


Other:  Hone 


Title  of  Project;  "State  of  Potassium  Balance  in  the  Adult 
Acute  Leukemic  Patient" 


Final  X 


Starting  Dais;  June  1978 _  {Estimated  Completion  Date-.  Project  Discontinued 

Principal  Investigator;  Suzanne  M.  Bergman,  HD,  MAJ,  HC 


Associate  Investigators: 

James  D.  Fitz,  HD,  CPT,  HC 
Donald  £.  Butkus,  HD.  COL,  MC 
Daniel  A.  Nash,  Jr.,  HD,  LTC,  MC 


Facility: 


Dept/Svc 


WRAMC  Nephrology  Service, 
IJRAIR.  Nephrology  Service 

Department  of  Medicine 
Nephrology  Service 


Key  Words:  Total  Body  Potassium,  Acute  Leukemia 


Accumulative  f.LEDCASE 
Cost: 


Accumulative  Contract 
oust: 


Accumulative  .Supply 
Cost:  G 


FY-SO  MED  CASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Stuay  Object-. vs:  jj.e  objective  was  to  determine  the  frequency  :-f  total  body  polar, 
depletion  in  patients  with  untreated  leukemia,  and  to  assess  the  effects  of  therapy  i, 
known  modulators  of  potassium  homeostasis. 


Technical  Approach:  15-20  patients  with  newly  diagnosed  acute  leukemia  would  be 
studied  for  total  body  potassium,  red  cell  potassium,  and  serum  potassium.  This  will 
be  performed  prior  to  and  after  treatment  as  indicated  by  standard  therapeutic  method 


Progress  during  FY-80:  Because  of  loss  of  key  personnel,  project  had  to  be  discon¬ 
tinued. 


Number  of  subjects  to  be  studied  before  completion  of  study:  Project  discontinued 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  njone 

Conclusions:  None 


Publications  or  Abstracts,  FY-80:  None 


Work  Uni t  No. :  #1125 

Funds  Uti 1 i zed,  . Y-80  : 


Funding  Requirements,  FY-81: 

Personnel :  Project  discontinued,  no  funding  requested 

Equipment:  None 

Supplies:  None 

Travel :  None 

Other:  None 


D.lt€ 


13  October  1930 


Protocol  No:  1127 


Status:  Interim 


■T- 


Title  of  Project:  "Characterization  and  Response  to  Therapy 
in  Mild  Essential  Hypertension" 


Final 


Starting  Date:  l9'/9~ 


Estimated  Completion  Date:  Onne  i934~ 


Principal  Investigator"  Daniel  A.  Nash,  Jr.,  MD,  LTC,  MC 
pai  investigator.  Betty  WatkinSt  RN>  CPT,  ANC 


Associate  Investigators: 

Michael  Dugar,  Laboratory  Techni¬ 
cian 


{Facility:  WRAMC  Nephrology  Service;  Medical 
Outpatient  Clinic;  Nephrology  Laboratory 


[oept/Svc  Department  of  Medicine/ 

.  _ Nephrology  Service 


Keywords:  Mild  Essential  Hypertension,  Borderline  Hypertension,  Characterizaii on 
and  Follow-up 


A  c  cumulative  IF  D  CAS  S 
Cost: 


Accumulative  Contract 
Cost:  - 


FY-SO  MED  CASS  Cost: 


Accumulative  Supply 
Cost: 


Periodic  .Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  Jo  study  patients  with  borderline  hypertension  to  determine  the 
nature  of  their  essential  hypertension  within  trie  constraints  of  standard  office 
techniques.  To  determine  which  ongoing  therapy  has  an  impact  on  the  development 
of  fixed  hypertnns ion  in  patients  with  such  labile  hypertension. 


Technical  Aonroach-  Patients  wi  th  borderl  ine  hypertension  will  receive  a  complete 
radical  evalualion’lo  include  renin  activity.  Blood  pressure  response  to  positional 
changes  and  to  isometric  exercise  wil  be  determined.  Patients  will  be  traced  with 
diet,  sodium  restriction,  and  medications  in  accord  with  standard  practice.  Such 
patients  will  ha  f  *1 1  owed  prospective!'/  for  the  development  of  ^’’xed  hypertension. 


factors  at  tu 
rate  of  deve ; 


■rr  preliminary  presentation  eemparod  for 
.jmon  t  of  fixed  oer  tons  ion . 


the  f '-equerry  aiv 


Progress  during  FY-80:  Nineteen  patients  have  been  entered  and  evaluated  and  are 
under  ongoing  follow-up. 


:>’.'.m.bsr  of  subiects  to  be  studied  before  completion  of  study:  20-40 
Ssrious/unercpacted  side  effects  in  subjects  participating  in  project:  NONE 

Conclusions:  Long-term  follow-up  is  required  in  this  study  (5  year  intervals]  tor 
conclusions. 


Publications  or  Abstracts,  FY-80: 


NONE 


Funds  Utilized,  FV-8Q: 


Funding  Requirements,  FY-81: 
Personnel :  None 
Equi pment:  None 
Suppl i es :  None 
T ravel :  FC00.00 
Other-  ''  -;c 


In  response  to  the  Annual  Report  Re-,  iew  Committee  question  asking  about  the  cost 
of  adding  more  patients  versus  continuing  with  the  current  group,  the  following  is 
applicable  in  reference  to  Protocol  Work  Unit  #1127.  A  population  demographic  study 
of  only  nineteen  patients  is  much  too  small  a  number,  considering  the  variability  of 
the  questions  being  asked  -  e.g.  incidence  of  morbidity,  benefit  of  weight  reduction, 
etc.  At  this  point,  there  is  no  cost  to  speak  o-~  as  all  patients  are  simply  being 
followed  by  the  investigators  as  part  of  the  ongoing  particular  patient  population. 


* 


Date:  IB  October  ln?0 

Protocol  No:  11?8 

(Status:  Interim  X 

Title  c£  Proiect:  "Evaluation 
Stage  Renal  Disease  Patients 
Activity  Recording" 

of  the  Rehabilitation  of  End-  1 - - - 

by  Hemodialysis  and  Kidney  Transplantation  Using 

Starting;  Date:  dune  1979 

Estimated  Completion  Date: 

June  1982 

Principal  Investigator:  Daniel 

A.  Nash,  Jr.,  MD,  LTC,  MC 

Associate  Investigators: 

Gregory  Be'ier.ky,  MAO,  MC 
Jimmy  Light,  MD,  COL,  MC 


Facility:  WRAMC  Nephrology  and  Organ  Transplan 
WRAIR  Neuropsychiatry  Division 


t  Svc 


Dept/Svc 


WRAMC  Department  of  Medicine 
Neohrology  Se rvice _ 


KeyV/ords:  Rehabi  1  i tation  with  End-Stage  Renal  Disease;  Hemodialysis  versus  Ki-dne.y 
Transplantation;  Activity  Monitoring 


Accumulative  LTD  CASE 
Cost: 


Accumulative  Contract. 
Cost: 


FY-SO  MEDCASF.  Cost: 


A  c  c  umul  ati ve  Supply 
Cost:  & 


Periodic  Review  Results: 
(t;o  be  filled  in  by  H  CI) 


Study  Objective:  To  monitor  the  activity  of  patients  with  end-stage  renal  disease 
to  and  after  be  ini  treated  with  conventional  hemodialysis  or  receiving  kidney  ora 
transplantation.  Thereby  determining  if  rehabilitation  by  one  cf  these  ESRD  treat 
modalities  is  clearly  superior  to  the  other. 


: v r  i or 


Technical  Approach:  A  movement  monitor  (actograph)  will  be  pi  a 
develop  evidence  or’uremia  as  a  consequence  of  end-stage  renal 
imminent  need  of  hemodialysis  or  kidney  transplantation.  This 
be  compared  to  repeat  determination  of  activity  after  instituti 
or  transplantation.  The  differences  in  the  activity  with  each 
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Progress  during  FY-SO;  pour  patients  were  entered  and  held  b?.s 
and  repeat  studies  performed  after  hemodialysis  was  initiated  i 
initial  studies  important  steps  were  taken  to  improve  the  sensi 
nr  rho  arfivit-y  rAOilorinq  device .  A  n.ew..and  improved  monitor 
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Number  of  subjects  to  be  studied  before  completion  of  study:  40-60 
Serious/ unexpected  side  effects  in  subjects  participating  in  project: 


NONE 


Conclusions:  NOME 


Publications  ->t  At '••'.tract::,  FY-SO:  NOME 


Work  Unit  No.:  1 1 28 
Funds  Utilized,  FY-80 
Funding  Requirements , 
Personnel :  None 
Equipment:  None 
Supplies :  None 


FY - 81  : 


Travel:  $600.00 


Date: _ 27  August  1930 


Protocol  No:  1129 


Status:  Interim  X 


Title  of  Project:  -‘COMPARISON  OF  THE  CARDIOPULMONARY  VARIABLES1 
OF  PATIENTS  DIALYZED  AGAINST  ACETATE  OR  BICARBONATE  BUFFER1* 


Final 


Starring  Date:  tjoyambgr  1979 


estimated  Completion  Date:  June  1981 


Principal  Investigator:  Suzanne  M.  Bergman,  MO;  Jack  Moore,  Jr.,  MD 


Associate  Investigators: 

Facility:  Dialysis  Unit,  WRAMC 

Medical,  Cardiac,  Surgical,  Thoracic  ICU 

Mitchell  M.  Mutter,  MD 

Barbara  Smith,  RN 

Dept/Svc  Medicine/Nephrology 

i\sy  Words:  Acetate  .Dialysate,  Bicarbonate  Dialysate,  Cardiac  Output,  Peripheral 
_ Resistance _ ; _ _ _ 


■*  :  *  '-w - 

Accumulative  MEDOASE 

Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

FY-SO  MEDCASE  Cost: 

(to  be  filled  ir.  by  DCI) 

•^tudy  Objective:  y0  determine  if  there  is  a  difference  in  cardiopulmonary  function 
when  the  buffer  in  the  ui 'lysate  used  for  hemod is1 changed  from  acetate  to 
bicarbonate,  and  to  proviJe  physiologic  data  on  whicn  to  base  a  rational  choice  of 
dialysate  buffers. 


Technical  Approach:  Swan  Gan z  catheters  and  radial  arterial  lines  were  placed  and  j 

used  in  determining  cardiac  outputs  by  thermo  dilution  and  in  monitoring  arterial  ! 

pressure.  Hemodialysis  was  performed  twice;  once  using  the  standard  acetate  dialysate  j 
and  once  using  a  bicarbonate  buffered  dialysate.  Cardiac  output,  heart  rate,  right  atria, t 
pressure,  arterial  pressures,  plasma  renin  activity,  catecholamines.,  osmolality  and 
blood  gases  H’ ■:  --'rmir-  i  every  hour. 


Progress  during  i.  1  -30.  Six  patients  were  fully  studied  or:  .he  protocol  •  One  patient 

died  in  between  trie  dialysis  periods  and  did  not  complete  the  study. 


N'.uTiber  of  subjects  to  be  studied  before  completion  of  stuuv:  1  5 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


i 

i 


None 


Conclusions: 


Publications  oi  ■> r.;.  'n,  fio.- 


n  3 


Work  Unit  No . :  1 1 29 

Funds  Utilized,  FY-80: 

Fundknq  Requirements,  FY-81: 

Personnel  :  None 

Equipment:  Balloon  flotation  catheters  -  $1,000.00 
Suppl i es :  $600.00 


Travel:  $600.00 
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Investigational  Drug  Progress  Report  "  Pa 7  AR  40-7 


;T0  ^ATTN :n1  Timoth^loeh^  HD)  F8°M  SuzanneX’ Bergman,' HD  date  26  August  80  cmtT 

|  1.  Annual  Progress  Report  on  the  Clinical  Investigation  Program,  Work  Unit  £1129, 

!  Comparison  of  the  Cardiopulmonary  Variables  in  Patients  Dialyzed  Against  Acetate  and 
|  Bicarbonate  Buffer.  Investigators:  Suzanne  M.  Bergman,  MO,  MAJ,  MC :  Jack  Moore,  Jr., 

!  MD,  MAJ,  MC; 

I 

f 

!  2.  The  hemodialysis  and  hemodynamic  monitoring  are  performed  in  the  Dialy.su.  Unit  or 
j  the  Medical,  Cardiac,  Thoracic,  or  Surgical  Intensive  Care  Units  located  on  the  fourth 
j  floor  of  the  Walter  Reed  Army  Medical  Center. 

j  3.  Seven  critically  ill  patients  were  entered  on  the  protocol  and  six  survived  to 
(  finish  the  study.  One  patient  expired  during  the  interim  period  between  dialyses. 

4.  Maintenance  of  arterial  blood  gases  and  acid-base  balances  were  not  different  with 
either  dialysate.  A  small  improvement  in  cardiac  output  and  vascular-  resistance  was 
noted  with  the  bicarbonate  containing  dialysate  in  some  patients.  A  statistical  analy¬ 
sis  has  not  yet  been  made.  Determination-"-  of  plasma  rerW':  activity  and  catechol ,,-mi nr' 

;  will  be  done  : l  the  end  of  the  study  period  as  a  group. 

The  prepara t  jo  ..f  a  bicarbonate  dialysate  is  a  laborious  procedure  Dialysis  with  a 

bicarbonate  containing  dialysate  is  a  safe  procedure  as  long  as  dialysate  pH  is 
checked  every  hour  and  adjusted  as  necessary. 

5.  Additional  information  gained  in  conjunction  with  the  hemodynamic  monitoring  are 
changes  in  endogenous  vasoactive  substances  such  as  plasma  renin  and  catecholamines. 
Future  studies  as  an  appendum  to  this  protocol  may  include  the  measurement  of  opioid 
peptides  (not  available  one  year  ago)  and  increasing  the  Na+  concentration  of  the 
dialysate  (decreasing  osmotic  water  shifts). 

6.  There  havr  been  no  significant  observations  using  a  bicarbonate  dialysate 

,  ./J  r'\ 
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SUZANNE  M.  BERGMAN,  MD 
MAJ,  MC 

Asst.  Chief,  Nephrology  Service 

Walter  Reed  Army  Medical  Center 
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Date:  11  August  1980 


I  Protocol  No:  n3Q 


jstatus:  Interim  X 


Title  of  Project:  THE  ROLE  OF  HYPERURICOSURIA  IN  THE 
NEPHROTOXICITY  OF  RADIOCONTRAST  AGENTS 


Final 


Starting  Date:  8  Apr!  i  193(T 


ICstimated  Completion  Date:  July  1932 


Principal  Investigator:  Jack  Moore,  Jr.,  MD,  MAJ,  MC,  Staff,  Nephrology  Service 


Associate  Investigators: 

Daniel  A.  Nash  ,  Jr . ,  MD, .LTC  (P), 
Chief,  Nephrology  Service 
Anthony  Henry,  MO,  CPT,  MC,  Fellow 
James  Hasba’-gen,  MD,  CPT,  MC,  Fellow 


Facility:  yai  j-er  Reed  Army  Medical  Center 


_  ,  Department  of  Medicine 

Dept/bvc  Nephrology  Service 


Keywords:  NEpHR0T0XICITY ,  RADIOCONTRAST  AGENTS,  URIC  ACID 


Accumulative  MED CASS 

i  Accumulative 

Contract 

Accumulative  Supply 

Cost:  0 

!  Cost:  0 

Coni:  0 

_  _  1 

FY-SO  IVIED  CASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in.  by  DCI) 

•Study  Objective:  To  determine  if  the  incidence  of,  or  severity  of,  radiocontrast- 
induced  acute  renal  failure  (ARF)  can  be  attenuated  by  pre-contrast  exposure 
therapy  with  isotonic  s olutions ,  and  if  so,  does  bicarbonatesolution  add  to  the 
attenuation  of  ".RF  by  increasing  the  solubility  rf  uric  acid  in  the  urine. 


Technical  Approach:  All  patients  accepted  for  the  study  must  meet  "high  risk"  for 
contrast  requirements.  They  are  then  sequentially  randomized  to  one  of  three  arms: 
1.)  DextrC'-e  infusion,  2.}  Normal  saline  infusion,  or  3.)  Isotonic  bicarbonate  infu¬ 
sion,  followed  oral  carbonic  anhydrase  inhibitors.  Sequential  blood  renal  functi 
to.,  as  and  urines  Tor  creatinine  and  uric  acid  are  collected-. 


j 

Progress  during  FY-80:  i 

So  far  (11  August  1980)  4  patients  have  been  studied.  No  conclusions  can  be  I 

reached  as  yet. 

Number  of  subjects  to  he  studied  before  completion  cf  study:  _ _ _  j 

Serious/unexpected  side  effects  in  subjects  parti  cip;  Mng  in  project:  j 


Conclusions:  (,j0  conclusions  can  be  reached  as  yet.  This  protocol  has  only  been 
operative  since  8  April  1980. 

Publications  or  Abstracts,  FY-SO:  None 
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runes  utilized.  0 

Funding  Requirement: a,  FY— 81: 

Personnel :  Jack  Moore,  Jr.,  MO,  MAJ,  MC,  Principal  Investigator 

~ . ~  Daniel  A.  Nash,  Jr.,  HD,  I.XC  (?)  ,  MC,  Chief,  Nephrology 

Anthony  Henry,  XQ,  CPI,  MC 
Janas  Hasbargen,  MD,  CPT,  MC 


Funds:  0 


Equipment :  None 


Funds:  0 
Supplies :  None 
Funds:  0 

Travel:  For  presentation  at.  National  Meeting  • 

Funds:  $600,00 

Other:  Reprint  Costs 
Funds:  $300.00 

Total  Funds  Requested,  FY-81 :  $900.00 


•  Service 


Date:  13  October  1930 


Title  of  Project: 


I  Protocol  No:  1131 _ 

’'Hematuria  During  Anticoagulation  Therapy 
With  Coumadin" 


Status: 


Interim  y 
Final 


Starting  Date-.  November  1979 


[Estimated  Completion  Date: 


■  .ay*  ,1 ,09,1, 


Principal  Investigator:  Qaniel  a.  Mash,  Jr.,  MD,  LTC ,  MC 


Associate  Investigators : 

James  Hasbargen,  MO,  CPT,  MC 
Anthony  Henry,  MD,  CPT,  MC 
Brian  Copley,  MD,  MAJ,  MC 


FaoDity:  Nephrology  Service,  Laboratory  arm 
Clinic  Area _ _ _ _ _ 

npnt/Sw  Department  of  Medicine/ 

p  Nephrol oay  Service _ 


Keywords:  Coumadin  Therapy ,  Hematuria,  Urine  Urokinase  Act" -ity 


Accumulative  TIEDCASE 
Cost:  _ 


Accumulative  Contract 
Cost: _ 


Accumulative  Supply 
Cost:  125.35 


FY-SO  MEDCASfi  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DC1) 


Study  Objective:  To  determine  the  incidence  of  microscopic  heme ‘.mi  a  in  patients 
receiving  standard  Coumadin  therapy.  To  determine  the  etiology  o‘  hematuria  when  it 
occurs  in  such  patients.  To  determine  if  urine  urokinase  is  aoncrmal  in  such  patients 
with  hcRi„airia. 


•  Technical  Approach:  Patients  receiving  Coumadin  for  standard  indications  sncj  standard 
dosages  will  be  screed  for  the  presence  of  micr  -scopic  hematuria.  These  determined  t 
have  hematuria  on  repeat  examination  and  in  the  absence  of  Coumadin  over  anticoagulatim 
will  be  further  evaluated.  This  evaluation  will  include  urological  nd  hematological 
evaluation  for  causes  of  iu..  aturia  Further,  imine  urokinase  ast’y'  will  .>(>  determ-  ne 
to  see  if  this  urine  anticoagulant  factor  is  ai.  ormal  in  such  patio 


Progress  during  FY-30:  84  patients  have  been  screened  for  microscopic.  Viematuna. 

Four  patients  found  to  have  microscopic  hematuria  underwent  urological  and  hematological 
evaluations.  Urines  have  been  stored  for  urine  urokinase  activity.  The  urine  urokinase 

a ssav  is  under  development. _ _ _ 

Number  of  subjects  to  be  studied  before  completion  of  study;  1-200  more  Patients _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  fJON- 


Conclusions: 


HOME 


Publications  or  Abstracts,  FY-SO:  HOME 

In  response  to  the  Annual  Report  Review  Committee  question  asKinq  about  the  cost 
of  adding  more  paf  -.nts  versus  continuing  at  the  present  group  ’e,ei .  the  following 
is  applicable  in  reference  to  Protocol  Work  Unit  "1131.  No  more  patients  are  being 
added  tothe  study  until  those  currently  entered  complete  their  ev on  (urine 
urokinase)  and  the  data  are  analyzed.  Depending  on  the  results  of  these  data,  addi¬ 
tional  patients  ray  at  that  time  be  considered  in  the  interest  of  attaining  statist. i- 
ca 1  significance. 


Funds  Utilized,  FY  -SO: 
Funding  Requirements ,  FY-81: 


D:\to:  5  SeDtembe-  1950 


Protocol  No:  1215 


1  Status:  1 rtor ; c i 


Fj  nal 


Title  of  Project:  Double  Blind  Evaluation  of  lormessor 

Vensus  Placebo  in  the  Treatment  of  Anri  no  -rotor  is 


StarMnn- Data:  2  May  1980  _ ISstimated  Completion.  Date: _ June  1981 


Principal  Investigator:  Patrick  K.C.  Chun,  M.D.,  MAJ  ,  MC 


Facility: 

Walter  Reed  Army  Medical  Center 


Associate  Ir.veshgators 

Fayaz  Snawl,  M.D., 

CPT ,  MC 

b  Clarion  Johnson,  ,v 

.0. ,  CFi ,  "C 

^  J ames  E .  Da\ : a ,  M . 

D.,  COL,  MC 

srd ioloqy 


turn ilr". vs  MF D C ASF 
:  0 


FY-SO  I.LSDCASS  Cost: 


Accur-.ulat:  vo  Contract 
Cost:  C _ 


A  c  e  umid  ati  ve  Sup  pi; i  • 
Cost:  0 


Periodic  Pe.'siew  Results 
(to  be  filled  in  by  DCI) 


Sruciy  Objective:  -Q  document  beneficial  effects  of  a  selective  Beta  Blocking 
Drug  Lopressor  for  angina  in  16  patients. 


■  Technical  Approach:  16  patients  enrolled  in  study,  1  r  sated  in  double  bl 

fashion  at  increasing  dcses  and  fol lowed  wi  --  history  and  oh/sicals  and 
traded  exercise  -treadmills. 


egress  •vzrtng  7: Y 6  to  16  patients  have  already  completed  J-hi  :,t.jd\ 
Study  is  orccressinc  well  without  comp  I : cat : on s .  We  are  at  the  same  cv: 
as  the  other  centers  participating. 


:>ce  com 

Of  .0 

1 

;uv:  1 

us/vr.e.-roaetc-d  side  effects  in  sub 


ng  in  project:  Non^ 


Conclusions:  Study  proceeding  on  schedule  with  beneficial  effects  of 

l  ooressor  demons-1  -a1- -id . 

Publj.  Tiers  cr  Ab.- tracts,  FY-SO:  None 


«vTI 
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Protocol 


J Clinical  Investigation  Svc  FROM  Kenneth  D.  Burman,  MD  D4,TE  2  Sep  80  CMT  1 

K.D.  Burraan/ej/6] /*i 6 

1.  Please  allow  protocols y#13Q8 ,  1329,1331,1359,1366,1372,  and  1389  to  terminate, 

2,  Please  keep  the  following  protocols  active  for  two  (2)  more  years  as 
explained  below: 

1311  -  We  require  the  use  of  this  protocol  because  if  a  patient  does 
enter  the  hospital,  in  thyroid  storm  this  protocol  could  he  life  saving, 

1334  -  Wo  have  made  great  progress  on  this  protocol  but  would  like 
it  to  Lay  active  so  that  we  could  isolate  and  purify  the  enzyme  respotisiVile. 
for  T4  to  T3  conversion. 

1346  --  We  have  developed  new  assays  especially  by  HP LC  for  the  measure¬ 
ment  of  thyronenes  and  would  like  this  protocol  to  stay  active  so  that  we 
could  r- 'asure  these  thyronenes  in  cord  !  '  <od  and  urr.-'.nti r:  fluid. 

1347  -  We  have  not  yet  finished,  this  protocol  and  would  like  to  have  it: 
time  period  extended  so  that:  we  ct»'ld  finish  our  c.t-.dien  Investigating 

extra thyroid  deiodenation. 

1353  -  We  would  like  to  finish  this  project  -  .* solacing  and  character¬ 
izing  »:ue  T3  receptor. 

1360  -  Dr.  Str.allriage  and  I  have  sent  one  paper  to  be  published  com  par  in 
T2  production  rates  and  would  like  to  have  this  protocol  open  so  that  If  th 
referees  need  core  studies  we  could  perform  them. 

1390  -  We  would  like  to  measure  thyronensj  by  PPLC. 

1391  -  We  •.'v..'.d  like  tv  continue  to  .  ar.urc  -re':;  late  activity  i r, 

varioi.  conditions. 

1388  -  We  are  still  in  the  process  of  developing  a  thyronine  assay. 


a£>A  iXllkA/lL&A^ 

KENNETH  D.  BURMAN,  MD 
LTC,  MC 

Assistant  Hlris£^__Endocrine-MaUabolic  Svc, 
and  Kyle  MetabolicT~DtTiS — __ 


Protocol  No:  13&S 


Title  of  Project: 


:  Interim 


X  Final 


Inderal  Kinetics  in  Hyperthyroidism 


Starting  Dole :  3-29- 


Sstimaied  Completion  Date:  8-80 


Principal  Investigator:  KENNETH  D.  BURMAN,  KD,  LTC ,  MC 


Associate  Investigators: 


Leonard  Wartofsky,  MD,  COL,  M C 


Facility: 


WRAMC 


Dept/SvC  Medicine 


Accumulative  3UEDCASE 
Cost:  0 


Accumulative  Contract 
Cost:  0 


Accumulative  Supply 
Cost:  3  00 


Study  Objective. 


To  determine  Inderal  levels  in  patients  vith 
thyrotoxicosis. 


Technical  Approach: 


-Serum  Inderal  is  measured  by  ultraviolet  absorption 


Progress  during  FY-80: 

None 


Number  of  subjects  to  be  studied  before  completion  of  study:  _ 


Serious/unexpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions:  Inderal  levels  do  not  correlate  with  T4  levels 


Publications  or  Abstracts,  FY-SO:  Non( 


/ 


Work  Unit  No.:  1310 


Title  of  Project:  TRH  in  Patients  with  Hypothalamic  Pituitary  Thyroid  Disease 
Invest:  gators: 


Principal:  Leonard  Wartofsky,  COL,  MC 

Associates:  K.  D.  Burman,  LTC,  MC,  R.C.  Dimond,  LTC,  MC,  M.  Schaaf,  M.D. 

Objectives:  To  assess  the  response  to  synthetic  TRH  (Thyrotropin  releasing  hormone) 
in  various  suspected  endocrine  disorders. 

Technical  Approach:  Patients  are  studied  on  the  metabolic  ward.  Blood  samples  are 

drawn  for  measurement  of  thyrotropin,  prolactin,  and  other  hormones 
before  and  aU.er  this  bolus  injection  or  infusion  of  100-500  me.;- 
of  synthetic  TRH-  Until  Dec  1976,  the  latter  agent  was  an  in  esti- 
gational  drug  but  has  :«-me  beer  released  for  clinical  use. 

Prog-  css  3c  Results:  Approximately  610  such  studies  have  been  completed  in  approximate! 

405  subjects.  Although  some  data  continues  to  accumulate  with 
time  and  is  yet  to  be  analyzed,  much  already  has  appeared  in  the 
publications  listed  below.  It  is  anticipated  that  additional  studies 
on  elucidation  of  abnormalities  of  the  hypothalamic-pituitary- thyroid 
axis  employing  TRH  as  a  probe  will  continue  to  be  highly  productive. 

Conclusions:  TRH  has  been  found  to  be  a  useful  agent  for  the  assessment  of  disorders 

of  the  hypothalamic-pi tui tary-thyroid  axis,  with  minima)  or  negligible  side 
effects  or  problems  associated  with  its  .se;  and  has  also  proved  to  L.  a 
valuable  research  tool. 


Funds  Utilized  FY-80 

1100  Personnel 

Funds  Requested  FY-Si 
1100  Personnel 

2000 

2100 

Travel 

26  j 

Cons.  Supplies 

3000 

2319 

Rental 

21  Gv 

Travel 

600 

2400 

Print  3c  Repro. 

2400 

Print  &  Repro. 

400 

2572 

Contractual  Svcs  - 

2572 

Contractual  Svcr. 

400 

2600 

Cons.  Supplies  3700 

Total 

6800 

3100  Non-Exp.  Equip. 

Total  '  370 3 

Publications:  (1)  Noel,  G.,  R.C.  Dimond,  L.  Wartofsky,  J.M.  Earl  1 ,  and  A.G.  Frantz. 

Continuous  Infusion  of  TRH  in  Man.  j.  Clin.  Endocrinol.  38:6- 3  7,  197A 

(2)  Wartofsky,  L.,  R.C.  Dimond,  G.L.  Noel,  R.A.  Adler,  A.G.  Frantz,  and 
J.M.  Ear!!.  Effect  of  Water  Loading  on  T5H  and  PRL  Resoonses  to 
TRH.  J.  Clin.  Endocrinol.  3c  Metab.,  41:784-737,  1975. 


(3)  Wartofsky,  L.,  et  a!.,  Failure  of  Propranolol  to  aiter  TSH  and  PRL 

Responses  to  TRH  in  Thyrotoxicos.-s,  J,  Clin.  Endocrinol.  Metab.,  41- 
490,  1975. 
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(7) 


(8) 
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Wartofsky,  L.,  et  al,  Estimates  of  Pituitary  Stores  of  TSH  and  PRL 
in  Normal  and  Hypothyroid  Subjects  by  Lise  of  Continuous  7RH  Infusion, 
Advances  in  Thyroid  Research,  Excerpta  Medica,  pp.  26S-271,  1976. 

Wartofsky,  L.,  et  al,  Effect  of  Acute  Increases  in  Serum  T3  on  TSH 
and  PRL  Responses  to  TR.H,  3  Clin  Endocrinol  &  Metab,  42:45i-466, 
1976. 

Wartofsky,  L.,  et  al,  Nature  of  Thyroidal  Suppression  and  TSH  and 
PRL  Responses  to  TRH  during  Experimental  Malaria  in  Man,  3  Clin 
Endocrinol  &  Metab,  44:85-90,  1977. 

Burman,  K.D.,  R.C.  Dimcnd,  F.D.  Wright,  3.M.  Earil,  3.  Bruton,  and 
L.  Wartofsky,  A  Radioimmunoassay  for  3,3’5‘-Triiodothyronine  (Reverse 
T3):  Assessment  of  Thyroid  Gland  Content,  Serum  Measurements  in 
Conditions  of  Normal  and  Altered  Thyroidal  Economy,  and  Serum  Con¬ 
centrations  following  Administration  of  TRH  and  TSH,  3  Clin  Endocrinol 
'3c  Metab  44:660  -672,  1977.  ~  * 

Corrigan,  D.F.,  K,D.  Burman,  R.C.  Dimond,  M.  Schaaf ,  3.M.  Earil, 

J.E.  Rogers,  F.D.  Wright,  and  L.  Wart  of  stay,  Parameters  of  Thyroid 
Function  in  Patients  with  Active  Acromegaly,  Metabolism  27:209-216, 
1978. 


Burman,  K.D.,  R.C.  Dimond,  Y-Y  Djuh,  3.  Bruton,  T.B.  Washburn, 
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Alter  TSH  and  Prolactin  Responses  TRH  StkuuiaAor,  Metabolism 
?7:<Y//-683,  1978. 


Burrnan,  K.D.,  R.C.  SmaJiridge,  R.  Osburne,  R.C.  Dimond,  N.E.  Whorton, 
P.  Keslrr,  and  L.  Wartofsky,  Nature  of  Suppressed  TSH  Secretion  During 
Undei  O'-aition:  Effect  of  Fasting  or.  TSH  Responses  to  Prolonged  TRH 
Infusion,  Metabolism  29:46  -52,  1980. 


Smallridge,  R.C.,  L.  War toi sky,  and  R.C.  Dimond,  Inappropriate  Secretion 
of  TSH:  Discordance  Between  the  Suppressive  Effects  of  Corticosteroids 
and  Thyroid  Hormone,  3  Clin  Endocrinol  Metab  48:730-7 05,  1979. 
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Burman  et  al:  Failure  of  3,3'-T2  to  Alter  Prolactin  if.  TSH  Responses 
to  TRH  Stimulation,  Metabolism  27:677  -683,  I97S. 

Boehm,  T.M.,  R.C.  Dimond,  and  L.  Wartofsky,  Isolated  Thyrotropin 
Deficiency  with  TRH-induced  TSH  Secretion  and  Thyroidal  Release, 

3  Clin  Endocrinol  Metab  43:1041-1043,  1976. 

Burman,  K.D.,  R.C.  Dimond,  G.S.  Noe!,  3.M.  Earil,  A.G.  Frantz,  and 

L.  Wartofsky,  Klinefelter’s  Syndrome:  Examination  of  Thyroi  :  -unction, 
and  the  TSH  and  PRL  Responses  to  TRH  Prior  To  and  After  Testosterone 
Administration,  '.)  Clin  Endocrinol  Metab  4 1:1 16 i-i  166,  1976. 


(16)  Burman,  K.D.,  R.C.  Dimond,  F.D.  Wright,  J.Vf.  Earll,  J.  druton,  and 

L.  Wartofsky,  A  Radioimmunoassay  for  3,3',5'-Triiodot  Vyronine  (Reverse 
T3):  Assessment  of  Thyroid  Gland  Content,  Serum  Measurement*  in 
Conditions  of  Normal  and  Altered  Thyroidal  Economy,  and  Serum 
Concentrations  following  Administration  of  TRH  and  TSH,  3  Clin 
Endocrinol  Metab  44:660-6/?,  1977. 


Type  of  Report:  Interim 

Estimated  Date  of  Completion:  Two  Years 
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CTS'-POSaTOOM  rrQirtaSt 

Fc af  thla  farm*  »»•  AR  j40»’5«  tH*  prop,>rt#nf  oj*nc/  It  TAGCEN. 


•  £^c^£nC€  OP  OFFICE  SY«90L 


HSWP-ME 


j  Renewal  o£  Protocols  Previously  Funded  for  Three  Years 


-C,  Dep  Clin  Invest 


FR0MCr  Endo-Metab  Svc 


0ATE  28  Jan  SL 
Wartofsky/bak/6-1416 


The  attached  progress  reports  are  submitted  as  addenda  to  maintain  and  renew  protocols  j 
-1310  and  #1340  for  an  additional  2-3  years.  I 

2.  Protocol  #1340  has  been  inactive  since  1979  due  to  the  departure  of  the  former  principal  1 

investigator,  Dr.  Charles  Smith.  These  data  have  been  reviewed  and  have  considerable  promise  for 
publication  but  additional  patients  will  be  required.  No  modification  to  the  prior  protocol  is ) 
anticipated.  \ 

ft 

f 

3.  Protocol  #1310  is  the  umbrella  protocol  for  the  authorized  investigative  use  of  TRH  in  a. 

variety  of  circumstances.  Since  it  is  anticipated  that  evaluation  of  the  pituitary-thyroid  axis  will  ‘J 
continue  to  be  a  relevant  and  important  aspect  of  numerous  related  endocrine  clinical  studies.  ? 
-enewal  is  requested  in  order  to  facilitate  such  evaluation.  It  should  be  noted  that  this  has  been  a  j; 
highly  productive  protocol  with  16  publications  listed  which  involved  TRH  studies.  Relative  to  the 
annual  budget,  this  represents  an  unparalleled  cost/efficiency  ratio.  \ 


,r^ 


I..  WARTOFSKY,  M.D.  f 
COL,  MO 

Chief,  Endocrine-Metabolic  Service 
and  Kvle  Metabolic  Unit 


!)A  249 ; 


n^PLACfcS  00  “CRM  - « * .  ViHK  1 3  O'J^OLETC. 


TTTT 


Date: 


Protocol  No: 


flatus:  Interim  x 


Title  of  Project: 

Treatment  of  thyroid  storm  with  anion  Exchange  Resin 


Final 


Starting  Date:  3-29-74 


Estimated  Completion  Date: 


Principal  Investigator:  KENNETH  D.  BURMAN,  md,  LTC,  MC 


Associate  Investigators: 

LEONARD  WARTOFSXY,  MD,  LTC,  MC 


Facility: 


WRAMC 


Dept/Svc  Med/Endo 


Keywords:  Res in/ thyroid  storm 


Accumulative  MED  CASE 

Copt;  0 


Accumulative  Contract 
Cost:  0 


Acci'c.  lativs  Supply 
Cost:  0 


FY-SO  MEDCASE  Cost: 


Periodic  Review  Results 
(to  be  filled  in  by  DC1; 


Study  Objective:  To  have  available  a  treatment  for  thyroid  storm 

when  needed . 


Technical  Approach: 

Anion  exchange  resin  removes  circulating  thyronines. 


Progress  during  FY-SO: 

nc  patient  has  entered  hospital. 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 1  -  3 

Serious/unexpected  side  effects  in  subjects  participating  in  project; 

Non  e 


Conclusions .  None  yet 


Publications  or  Abstracts,  FY-SO: 


f 


*3 


Work  Unit  No. :  1311 

Funds  utilized,  FY-80:  $23,182 
Funding  requirements,  FY-81: 
Supplies:  $2,000 

$-100 


Other: 


Progress  during  FY-30:  Have  not  isolated  it  yet 

Number  of  subjects  to  ha  studied  before  completion  of  study; _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

Conclusions: 


Publications  or  Abstracts,  FY-SO: 


None 


Work  Unit  No:  1334 

Funds  utilized,  FY-80:  $4,235 

Funding  requirements,  FY-81: 

Supplies:  $5, 000 

2,000 


Other: 


* 


1 


.)  i  .1  :  k;j 

•.  >  j  \  ?  Z  ♦«/■*  •  i»  ♦ 


.  /.] 


•  op.  n  * 

i  ... 


HSWP-ME 


Renewal  of  Protocols  Previously  Funded  for  Three  Years 


rc 


C,  Dep  Clin  Invest 


'-:iQyC,  Endo-M-:ub  Svc 


'-1Ar‘-  2S  Jan  31  CmT  1 

War  :of  sky/bak/6  - 1 41  -Y 


j  1.  The  attached  progress  reports  are  submitted  as  addenda  to  maintain  and  renew  protocols  . 
■  !r  1 3 1 G  and  //134Q  for  an  additional  2-3  years.  -s 

-  * 

2.  Protocol  #1340  has  been  inactive  since  {979  due  to  the  departure  of  the  f  armer  principal  , 
•  invest’ gator,  Dr.  Charles  Smith.  These  data  have  been  reviewed  and  have  considerable  promise  for  ‘ 

publication  but  -Cditiona!  patients  will  be  required.  No  modification  to  the  prior  protocol  is’ 
anticipated. 

3.  F.  ...  col  #1310  is  the  umbrella  protocol  f.--  the  authorized  investigative  use  of  TRH  in  s  ' 
i  vari?:;  .  circumstances.  Since  it  is  anti  cite.  re--.  nat  evaluation  cl  the  pituitary. rhyi  !  axis 

;  continue  to  be  a  relevant  and  important  aspect  of  numerous  related  endocrine  clinical  stud 
•renewal  is  requested  in  order  co  facilitate  such  evaluation.  It  should  be  noted  that  this  has  been  - 
•highly  productive  protocol  with  16  publications  listed  which  involved  TRK  studies.  Relative  to  the 
?  annual  budget,  this  represents  an  unparalleled  cost/efficiency  ratio.  j 

:  (^X^uJL  khSU.  1)  / 

L.  WARTOF5Y Y,  M.D.  / 

COL,  V.C  \ 

'■  Chief ,  Endocrine-Metabolic  Servir. .  ■ 

tnci  ?  /le  Metabolic  Unit 


1 


3 


Work  Unit  No.:  1340 


Us-r  of  Fluorescent  Thyroid  Scarsnmg  to  evaluate  iodine  Kinetics  during 
Propylthiouracil  Therapy  of  Graves’  Disease 


Principal  Investigator:  Leonard  Wart  of  sky,  COL,  MC 

Associate  Investigators:  Kenneth  D.  Berman,  LTC,  MC 

Douglas  Van  Nostrand,  MAJ,  MC 

Objective:  To  utilir.e  the  fluorescent  thyroid  scanner  to  quantitate  and  follow  alterations 
~  in  thyroidal  iodine  content  during  antithyroid  therapy  of  Grazes’  disease. 


Technical  Approach:  20-24  patients  with  Graves'  disease  are  to  be  studied. 

The  following  tests  will  be  performed  weekly  throughout  the  study: 
serum  thyroxine  (T4),  serum  triiodothyronine  (T3),  resin ( uptake 
of  triiodothyronine  (T3RU),  serum  iodine  (I  ),  thyroidal  \  (Ij 
by  fluorescent  scan.  !n  addition,  two  24  hour  urines  per  week  will 
be  collected  and  24  hour  iodide  excretion  (I  )  determined.  At  the 
end  of  each  study  period  a  perchlorate  discharge  test  (Ci2)  will 
be  performed. 


Basal  determinations  of  entry  imo  study;  T  c  T3;  TJ-PGJ,  I  .  I  .  i  , 

ci2.  5  r  u 

Study  period  (:  Propylthiouracil  .1  lo  mg/' cay  weekly:  T4,  T3j  T3RU, 

ls>  lt’  lu 

Study  period  ends  when  weekly  studies  are  stable;  Ci2  at  end  of 
study  period. 

Study  Period  II:  Propylthiouracil  450  mg/day. 

Study  period  ends  when  weekly  studies  are  stable;  CI2  at  end  of 
study  period. 

St'‘dv  Period  'if  Prop;/!  micur  mu  1200  rig,  cay. 

Study  period  ends  when  weekly  studies  are  stable;  C at  end  of 
study  period. 


Study  Period  IV;  Identical  to  Stun/ 

tid. 


except  5  croos  jSI 


Study  ends  at  one  week. 


Progress  Iz  Results: 


14  patients  have  been  studied  to  date  and  the  data  is  presently 
being  re-eval. rated.  Attempts  are  being  made  to  resume  these 
stn.u-'.s  to  19$ !  if  ter  a  lapse  iu  iu .  :ry  prompted  ..y  the  ctpartur- 
of  the  corrner  p-dneipa!  investigator. 


n 


Conclusions:  None  as  yet 


Side  Effects/Complications:  There  were  absolutely  no  unexpected  side  effects  or  increased 
incidence  of  side  effects  related  to  any  of  the  therapeutic  manipulations  detailed  in 
the  study  protocol  in  any  patients  studied  to  date. 

Funds  Utilized  FY-SO:  None  Funds  Requested  FY-81 


1100 

Personnel 

2000 

2100 

Travel 

600 

2319 

Rental 

200 

2400 

Print  &  Reprod 

300 

2572 

Contract  Svcs. 

6  00 

2600 

Cons.  Supplies 

1500 

3100 

Non-Expend  Equip 

. 

Total 

5200 

Publications:  0  Thrall  3  Corcoran  P  -Vartofsky  L,  et  a':  Quantitative  Thyroid  Fluorescent 
Scannin.  i'echn'-  ,  CJlr.i  •  '  e.ncc.,  Amer.  3.  Roentgenol 

130.517-522,  1978. 

(2)  Tf  M  3,  Burman  KD,  Wartofsky  L,  et  ah  Solitary  Autonomous  Thyroid 
Nodules:  Comparison  of  Fluorescent  and  Pertechnetate  Imaging,  J. 


(  n, 

■J 


Date: _ 

Title  of  Project: 


Protocol  No: 


1  3  A  6 


:  Interim  X 


T h v r o i d  function  tests  in  Cord  Blood  Maternal  Serum  Fluid 


Starting  Date:  9-30-7  5 

(Estimated  Completion  Date:  8-8  2 

Principal  Investigator: 

KENNETH  D.  BURMAN,  MD, 

LTC ,  MC 

Associate  Investigators: 

MM 

Facility: 

V 

WRAMC 

LtUNAKJ  WARIOr  SKK  ,  flu,  COL.  MC 
ROBERT  C.  SMALLRl6CE,f,TC,Mfi 

MAJ,  MC 

Dept/Svc 

Endocrine 

Keywords.  Cor(j  blood/Maternal  Serum 

Fluid 

Accumulative  J.13DCASS 
Cost:  0 

Accumulative  Contract 
Cost:  0 

Accumulative  Supply 
Cost:  0 

FY-SO  IVIED  CASS  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

-'Study  Objective: 

To  'u n a  rare  1  e v c.  1 
too  ter  net  fluid. 

.a  of 

thy  ■  >>  n  i  t  • . 

u  1  V  .. r  d  b  ?.  n  o  d  a  n  d 

Technical  ..proach.; 

Dev  do 

p  rad Loimmunoaa 

says  for 

various  thyronines 

-  Progress  •  '•toy  FY-SO: 

I!  <  •  e 

:v.>  !  pud  R 

.  \  f  0 

1  i.’  ■  ;  i  l  . 

Number  of  subjects  to  be  studied  before  completion  of  study 

:  10-15 

Serious/unoxpected  side,  effects  in  subjects  participating  in  project: 

None 

Conclusions.  There  is  deminished  extra  thyroidal  conversion  in  newborn 
babies  . 

Publications  or  Abstracts,  FY-SO: 


Pan^aro,  L.,  Burman,  K.D  ,  War  tot  sky. 


t  <•  l: 


1  9  fi  ( 


Work  Unit  No:  1346 
Funds  utilized,  FY-80:  $20,000 
Funding  requirement,  FY-81: 
Supplies:  S3,  000 


Date: 

(Protocol  No:  1347  Status:  Interim  X 

Title  of  Project: 

!  Final 

Investigations  into 

the  physiology  of  RT3  and  3,3*T2 

Starting  Date:  A-S-7  6 

Estimated  Completion  Date:  8-82 

Principal  Investigator: 

KENNETH  D'.  BURMAN,  MD ,  LTC ,  MC  - 

- - p- 

Associate  Investigators: 

LEONARD  WARTOFSKY,  MD.COL,  MC 


Key  Words: 


Facility: 


WRAMC 


Dept/Svc£ndo 


Reverse  T3 


Accumulative  ME D  CAS  G 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


FY-SO  MEDCASE  Cost: 


Periodic  Revew  Results 
(to  be  filled  in  by  BCI.) 


Study  Objective:  A 

To  ascertain  the  factors  that  Later  extrathyroida 1 


conversion 


'Technical  Approach:  .  , 

Develop  specific  radioimmunoassays  and  m  some  cases 

infuse  thyronenes  to  fed  and  fasting  and  patients  with  thyroidal  diseas 


Progress  during  FY-SO: 

About  10  patients  have  been  infused  with  3’5'T2 


Number  of  subjects  to  be  studied  before  completion  of  study:  1  5 _ . 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions.  Cadio  label  led  and  unlabel  led  thyronenes  five  the  same  MCT: 


Publications  or  Abstracts,  FY-80: 


PANGARO  ,  L  ,  RURM-AM  ,  KD  ,  WARTOFSKY,  I.,  JCF.M  50:1  07  5,  1  080 


1 


t 


Work  Unit  No:  1347 

Funds  utilized,  FY-SO;  $360.00 

Funding  requirements:  FY-81: 
Supplies:  $1,000 


Other: 


1,000 


Date:  1  Protocol  No:  13r>3 

Status:  Interim  >; 

Title  of  Project: 

I  Final 

The  regulation  of  T4  conversion 

Starting  Date:  12/30/76  Estimated  Completion  Date: 

8/8  2 

Principal  Investigator:  KENNETH  D.  BURMAN 

Associate  Investigators: 

LEONARD  WARTOFSKY,  HD,  LTC ,  MC 
ROBERT  C,  SMALLRIDCE , LTC ,MC 
Dr.  KEITH  LATHAM 


Facility: 


WRAMC 


Depfc/SvcPeP  t  of  Hed/ Endocrine 


Keywords: 


T4  Convers  ioa. 


Accumulative)  MEDCASjE 
Cost: 


Accumulative  Contract 
Cost: 


FY-80  MEDCASB  Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 


To  ascertain  the  factors  A  emulating  14  to  T3  conversi 


Technical  Approach; 

Develop  .systems  in  vivo  and  in  vitro  to  quantitate 
c  o  t>  v  e  r  s  t  o  n  . 


Progress  .ai’/g  FY-BO. 

Rat  studies  demonstrated  t:  hat  carbohydrate  ennten  l 

of  diet  increases  conversion. 


Number  of  subj acts  to  be  studied  before  completion  of  study:  Rats _ 

Serious/unoxpected  side  effects  in  subjects  participating  in  project: 

None 


Conclusions: 


Carbohydrates  increase  T4  to  T3  conversion 


Publication'’  or  \bnt>~aotr.,  FY-80: 


J  C  t  ’.-I  I:  e  n  ::  a  J:  1  v  a  ]  y 


'  / 


/ 

*1 


SMALLRIDCE  ,  RC  ,  Bl'R MAN  ,  KD  ,  VARTOF SKY  ,  I.  et  a 
accepted  . 


Date7j[5  October  1980  ) Protocol  No: 

Title  of  Project:  Purif  ication  of  Testosterone-estradiol 
Binding  Globulin 


Status: 


Interim  * 
Final 


Starting  Data:  3  Nov  1976  [Estimated  Completion  Date:  30  Sept  1982 


Principal  Investigator:  Robert  A.  VIgersky,  K.D.  MAJ  M C 


Associate  Investigators: 

Facility: 

WRAMC 

D apt/Svc 

Kyle  Metabolic  Unit 

r 

KeyWords:  Testosterone-estradiol  binding  globulin 


Accumulative  ME  DC  ASK 
Cost:  0 


Accumulative  Contract  Accumulative  Supply 

Cost:  0  _  Cost: _ 2 _ 


FY-SO  MED  CASE  Cost: 


Periodic  Pa  view  Results: 
(to  be  filled  in  by  DCJ) 


Study  Objective: 


To  purify,  characterize  and  develop  a  radioimmunoassay  for  testosteronerestradioj 
binding  globulin.  This  protein  is  responsible  for  the  transport  of  sex  steroids 
from  their  site  of  production  io  Che  gonad  to  their  target  tissues.  I--,  thus, 
controls  the  availability  of  sex  steroids  to  breast,  skin,  prostate,  etc.  Measure¬ 
ment  of  this  protein  is  indirect;  thus,  the  aim  is  to  develop  methods  to  directly 
Technical  Approach:  measure  it  in  biologic  fluids. 


Sequential  use  of  Sephadex  G-100  chromatography,  Conc3navilin  A  chromatography, 
temp era Cure-dependent  affinity  chromatography;  and  preparative  polyacrylamide 
gel  electrophoresis ,  Qualitative  analysis  is  by  analytical  oolyacryj.am.ide  gel 
electron’':,-  ■  :  :>  cind  i  [k:  i.o'i  rtor  ing  o i-  the  pu'  .  f  > c ** t  0 a  .-■£  *-.■  ■  f— 

coated  charcoal  ass  7  measuring  Che  total  binding  o-.  trie  pre  ,.e_n . 

Progress  during  FY-GO: 

Approximately  6000  fold  purification  has  been  reached  and  we  are  now  accumulating 
enough  purified  protein  to  inject  into  rabbits  to  make  antibodies  and  to  iodinate. 


Dumber  of  subjects  to  ha  studied  before  completion  of  study:  N/A _ 

Seriou&A®espected  side  effects  in  subjects  participating  in  project:  n/a 


i 

t 


Conclusions:  Significant  progress  has  been  made  over  the  last  year  in  reaching  th 

first  part  of  the  project  goal,  i.e.  purification.  The  next  phase  is  to  develop 
a  radioimmunoassay  for  TeBG 
Publications  or  Abstracts,  FY-30: 


Mone 


t 


$4550 


t 


Date:  1  October  1930 

Protocol  No:  1955 

y>Cir\”  Y"Vr V  V'TVV 
•Or  A  ? •*  tV 

Title  of  Project:  The  Effect  of  Short-Term,  llLgh-Dose  Steroid 
upon  Thyroidal  Release  in  Thyrotoxicosis. 

Final 

Starting  Ditto:  "lay  197  < 

Estimator!  Completion  Date:  Uncertain 

Principal  Investigator:  Timothy  M.  Boehm,  I,TC  MC 


Associate  Investigators: 

Facility: 

WRAMC 

Leonard  War  tot  sky,  COL  MC 

Kenneth  D.  Burman,  LTC  MC 

Dept/Svc 

Endo-Metab  Sve 

- . - _ - Tv  r-  r*rw  *  ■ - 

E 

Key  Words:  °  t,  “  X,  thyroxine,  steroid,  thyrotoxicosis,  thyroidal  release 


Accumulative  ItLEDCASE 
Cost: 


Accumulative  Contract 
Cost: 


FY-SO  MEDCARE  Cost:  none 


Accumulative  Supply 
Cost:  Si,  000 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 
in  thyrotoxico.-us. 


To  ascertain  whether  high  dose  steroid  inhibits  thyroidal  release 


'Technical  Approach:  In  brief,  a  double  isotope  technique  was  used  to  measure 
thyroidal  release  and  parameters  of  peripheral  thyroid  hormone  metabolism.  There  v/ere 
no  modifications  to  the  original  protocol,  except  that  some  patients  received  slightly  smal¬ 
ler  amounts  of  and  •*-<5o'r  -T4  than  specified  in  the  original  protocol. 


Progress  dur 


.'io  pro*  r.  ms 


•.cry  h>w  riority 


Number  of  sum  i acts 
Serious/ unexpected 


to  be  studied  before  completion  of  .study: _ _ 

side  effects  in  subjects  participating  in  project: 


None 


None 


Conclusions:  Study  is  terminated  prior  to  completion.  Other  projects  have  assumed 

higher  priority,  and  patient  recruitment  was  difficult  because  of  the  long  inpatient 
ho.- pitalization  requ i red. 

.Publications  m  A'- Tract".,  FY-SO-  None 


Date:  2  Oct  80  I  Protocol  No:  1357 

Title  of  Project:  Effect,  of  T,  and  rT^  cn  Extracellular 

Cyclic  Muclcatide  levels  in  Humans. 

Final 

Starting  Date:  6  Aoril  1977 

Estimated  Completion  Date:  30  Sect  1980  1 

Principal  Investigator:  H-  Linton  Wray,  LTC,  MC 


Associate  Investigators: 

Kenneth  D.  Furman,  I.TC,  MC 
Robert  C.  imallridge,  LTC,  MC 
Leonard  Nartofsky,  COL,  MC 


Facility: 


WRAMC,  Washington ,  D.C. 


Dept/Svc  Kyle  Metabolic  tbit 


Key  \v ords:  •- hyroic  horrror.es,  cyclic  AMP,  cyclic  GMP 


Accumulative  MEDCASE 
Cost:  Ncr.e  _ 


Accumulative  Contract 
Cost: _ Mere  _ 


Accumulative  Supply 
Cost:  $1,286.00 


FY-80  MEDCASE  Cost: 


None 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 


To  determine  if,  in  humans,  urine  and  plasma  levels  of  cyclic  AMP  and  cyclic 
GMP  are  changed  by  administration  aaf— 3t3T3’  1  triiodothyronine  (T^)  and  3,  3 ',5' 
triicdo^vrer.  re  (revercs'T^,  rT^) . 


Technical  Approach: 

Hypothyroid  patients  will  be  studied  before,  during  and  after  taking  T,,  rT, 
or  both  T,  and  rT, .  Hyperthyroid  patients  will  be  studied  only  with  rT., .  Patients 
will  be  studied  for  12  days;  3  days  of  baseline,  6  days  of  treatment  and  3  days  of 
post-treatment.  Plasma  cyclic  AMP  and  cyclic  GMP  and  serum  T,,  rT^  and  T.  will  be 
measured  on  cays  1-5  and  8-12. 

Progress  during  FY-80: 

No  patients  were  studied  in  FY-80. 


Number  of  subjects  to  be  studied  before  completion  of  study:  x/a _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  Ncr.e 


Conclusions:  This  project  is  terminated  as  of  30  September  1980  because  of 

difficulty  in  recruiting  patients  to  be  studied. 


Publications  or  Abstracts,  FY-SO: 


Ncr.e 


Work  Unit  No. :  1358 


Funds  utilized. 


Funding_ret}>4rrements,  FY-81:  $2,000 
Supplies:  $2,000 
Travel:  8400 


| _ Final  X 

Title  of  Project:  The  effect  of  reverse  T3  on  thyroid  secretion. 


Starting  Date:  4-21-7  7 


stimated  Completion  Date: 


Principal  Investigator:  KD  BURMAN,  MD,I,TC,MC 


Associate  Investigators: 

Timothy,'Boehm>  MAJ,MC 
Leonard  War  t of sky , COL , MC 


Facility: 


WRAMC 


Dept/Svc  Dept  of-  /Endocrine 


KeyWords: 

Reverse  T3/thyroid 


Accumulative  MEDCASS  |  Accumulative  Contract  j 
Cost: _ '  I  Cost: _ 


FY-SO  ME  1 1 '  ’AS  W  Cost: _ _ _  Periodic  Ravit-.v  Results: 

(tc  be-  filled  in  by  DC!) 


Accumulative  Supply 
Cost: 


Study  Objective-.: 


To  determine  if  rT3  influences  T4  levels  and  kinetic 


Technical  Approach: 

Reverse  T3  ingested  orally  whil 


isotope  g  i v e  n 


Progress  during  FY-80: 


Number  oi  ubiscts  to  be  studied  before  completion  of  study: 


[Status:  Interim  X 


Date: 


I  Protocol  No: 


1360 


. .  .  I  Final 

Title  of  Project:  Investigations  concerning  T3  production  rates 


Starting  Dale:  1  9  7  7  {Estimated  Completion  Date:  8-8  2 

Principal  Investigator:  KENNETH  D  . 

BURMAN,  MD , LTC , MC 

Associate  Investigators: 

ROBERT  SMALLRIDGE 

CHARLES  SMITH 

LEONARD  WART0F5KY 

B . J . GREEN 

Facility: 

WRAMC 

Dept/SvcOept  of  Med/Endocrine 

r 

KtyWords:  ... 

J  Thyroid  hormone/T3. 

Accumulative  MED  CASE 

Accumulative 

Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

FY-80  MEDCASE  Cost:  | 

Periodic  Review  Results: 

1 

(to  be  filled  in  by  DCI) 

study  Objective:  To  determine  if  labelled  and  unlabelled  hormones  ha" 


identical  clearance  rates. 


Technical  Approach: 

Admlnster  labelled  and  unlabelled  hormones  and 
calculate  kinetics. 


Progress  during  FY-80:  About  1.0  patients  have  had  3;  '  5'T2  and  3'5'T 
infusions  with  identical  clearance  rates.  We  will  now  extend 
infusions  to  10-15  other  patients  with  other  iodo  thyronens. 

Number  of  subjects  to  be  studied  before  completion  of  study: _ about  15 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

n-o  n  e 

Conclusions^ nlaballed  3'5'T2  can  be  used  for  kinetics 
Publications  or  Abstracts,  FY-SO: 

SM-u.l^IOCE.Sl  ,  BURMAN  VI),  ETA*.  JCEM  under  consideration 


Work  Unit  No. :  1360 
Funds  utilized:  FY-80:  $1,000 
Funding  requirements,  FY-81; 
Supplies:  $5,000 


Other: 


400 


V 

r 

UNCLASSIFIED 

ANNUAL  PROWESS  REPORT  (FY-BO)  DEPARTMEN 
SEP  80  T  M  BOEHM 

T  OF  CLINICAL 

INVESTIGA— ETC(U) 

NL 

— 

\ 

| 

1 

_ 

■  - 

. 

» 

Date:  ip  Sent  80 


I  Protocol  No: 


.Status:  Interim 
Final  X 


Title  of  Project: 

Postoperative  changes  in  free  testosterone  and  sex-hormone-binding-globuli n 


Starting  Date:  1977  {Estimated  Completion  Date:  30  S’ept  80 


Principal  Investigator:  Allan  R.  Glass, 

M.D.,  MAJ  MC 

Associate  Investigators: 

Facility: 

WRAMC  . 

^Dept/Svc  Kyle  Metabolic  Unit 

Key  Words: 

surgery,  free  testosterone 


Accumulative  MEDCASE 
Cost:  n 

Accumulative  Contract 
Cost:  0 

Accumulative  Supply 
Cost:  $2,400 

FY-SO  MEDCASE  Cost: 

0 

Periodic  Review  Results: 

i 

j  (to  be  filled  in  by  DCI) 

Study  Objective: 


To  assess  the  changes  in  serum  testosterone  and  free  testosterone  occurring 
after  surgery 


Technical  Approach: 

Measurement  of  testosterone  and  free  testosterone  before  arid  after  surgery 


Progress  during  FY-80.  vjone-  Project  was  essentially  completed  during  prior 
fiscal  years,  with  one  resulting  publication.  Project  is  now  terminated. 


Number  of  subjects  to  be  studied  before  completion  of  study:  n.-.-,, 

Serious/ unexpected  side  effects  in  subjects  participating  in  project: 

none  _ 

Conclusions: 


Both  total  and  free  testosterone  fall  after  surgery  under  general  anesthesia. 
Publications  or  Abstracts,  FY-SO:  p0ne. 


Date: 15  October  1980 


otocol  No: 


1362 


St  a  his: 


Title  of  Project:  Medical  Treatment  of  Amenorrhea-Galactorrhtnr 

Syncromes  with  Vitamin  B^  (pyridoxine) 


Interim  x 
Final 


Startin'?  Dale:  21  Dec  1976 

Estimated  Comnletion  Date:  30  Sept  1981 

Principal  Investigator:  Robert  A. 

Vigersky,  M.D .  MAJ  MC 

Associate  Investigators: 

Facility:  WRAMC 

Dept/Svc  Kyle  Metabolic  Unit 

Key  V/orda: 


Amenorrhea-galactorrhea;  pyridoxine 


Accumulative  ME D CASE 
Cost:  0 

Accumulative  Contract 
Cost:  0 

|  Accumulative  Supply 

.  Cost:  0 

FY-80  MED  CASE  Cost: 

0 

|  Periodic  Pa 

view  Results: 

(to  be  filled  in  by  DCI) 

‘Study  Objective:  To  treat  women  with  idiopathic  amer-.r rvhea-galactorrhea  with 
a  co-factor  in  the  synthesis  of  dopamine  which  would  thereby  increase  dopamine 

levels^  Since  dopamine  is  a  prolactin  inhibitory  factor,  it  might  be  expected 
that  prolactin  levels  would  decrease.  This  would  be  an  alternative  to  either 
bromocriptine  therapy  or  observation  in  the  treatment,  of  these  syndromes. 


Technical  Approach:  Pre-treatment:  and  post- treatment  testing  with  provocative 
•  (pyridoxi.ne,  chlor promazine, TRH,  and  LRU)  and  suppressive  (L-Bcpa)  to  determine 
whether  or  not  chronic  treatment  with  pyridoxine  has  altered  prolactin  dynamics 
or  the  dynamics-  of  other  pituitary  trophic  hormones. 


Progre;  •  FY-Su:  Me.  hods  for  ..he  pi.t-.-.a  me  -emeut  of  pyridoxine  ] eve j  ■ 

in  the  b !  ooH  of  women  .  rece.ivi  ng  this  therapy  have  established  in  collaboration 

with  MAJ  ft.  Bongiovanni.  The  failure  of  the  women  to  clinically  respond  may 

be  due  to  the  failure  to  reach  adequate  levels. _ 

Number  of  subjects  to  be  studied  before  completion  of  study:  10 _ 

Serious/unexpected  side  effects  in  subjects  participating:;,  project:  None 


Conclusions:  Pyridoxine  has,  to  date,  not  been  errective  in  lowering  prolactin 

levels  in  amenorrhea-galactorrhea  syndromes  but  has  caused  the  resumption  of 
menses  in  2  of  the  6  women  so  far  treated  with  this  regimen.  Pyridoxine  levels 
in  plasma  are  currently  being  Jetermi  ned  a;;  well  as  those  of  pyridoxine  mef.aboli  i  nr. . 
Publications  or  Abstracts,  PX-bO:  Kidd,  G.S.,  Dimcnd ,  R. ,  and  Vigersky ,  R. A , . ."Rnr-.povif.n 

of  Hyperprolactinemic  Women  to  Short  Term  and. Long  Term  Pyridoxine  Therapy,"  sub-  iJ.tcd. 


worK  Unit  ho .  :  1362 

r'uncis  utilized.  FY-SO:  None 
Funding  Hsaulrenents .  FY-Ll: 
Personnel :  N°ne 

Equipment :  None 

Supplies :  $1200 

Travel :  None 


$1200 


Other :  4one 


[Status:  Interim 


Title  of  Project: 

Effect  of  and  rT^  cn  Plasma  Cyclic  Nucleotide  levels  on  Sheep 


Starting  Date:  21  Dec  1975 


stimated  Completion  Date:  30  Sept  1982 


Principal  Investigator:  h.  Lintcn  Kray,  LTC,  MC 


Associate  Investigators: 
Kenneth  D.  Burrran,  LTC,  MC 
John  P.  Alfred,  CPT,  MC 
Leonard  Wartofsky,  CQL,  MC 


Facility:  WRAMC 


IDept/Svc  Kyle  Metabolic  Unit 


Keywords:  thyroid  hormone,  cyclic  AMP,  cyclic  GMP 


Accumulative  '.LED CASE 
Cost:  Nor-e 


Accumulative  Contract  I  Accumulative  Supply 
Cost:  Ko«a _ |  '  Cost:  $7,413 _ 

FY-80  USD  CASE  Cost:  None _ _ _  Periodic  Review  Results: _ 

(to  be  filled  in  by  DC1) 


Study  Objective: 

To  determine  if  plasma  levels  of  cyclic  AMP  and  cyclic  GMP  are  changed  by 
administration  cf  3,5,3'  triiodothyronine  and  3, 3 ',5'  triiodothyronine  (reverse 
T^,  rTj)  • 


Technical  Approach:  The  animals  v;ere  divided  into  five  ‘groups,  and  each  group 
received  one  of  the  following  treatments:  1)  placebo,  2}  low  T~  (1.5  ug/kg) , 

3)  high  (4.5  ;:g/kg) ,  4)  high  rT^  (4  ug/kg) ,  or  5)  lav  rT\  (2.5  ugAg)  plus  lev 

T,  (1.5  vg//.'g)  i...  ccrtimwsfciori.  Tceahronts  vc  '  ad-kith,  trod  y  k  k  for  hey? 
and  the  animals  were  studied  throughout  i.liis  period.  Cyclic  nucleotides  and 
iodctnyrcnines  were  measured  by  RIA. 

Progress  during  FY-80:  The  attached  paper  required  extensive  revision  as  veil  as 
accumulation  and  analysis  of  nerf  data  during  the  last  year.  The  mechanism  cf  the 
increase  in  plasma  cyclic  AMP  in  response  to  requires  clarification  and  is  the 
subject  of  an  addendum  to  protocol. _ _ _ 


Number  of  subjects  to  be  studied  before  completion  of  study:  18 


Serious/unexpected  side  effects  in  subjects  participating  in  project;  Kone 


Conclusions:  The  results  indicate  that  in  the  sheep  1)  T,  markedly  increases  cAMP 
and  decreases  T,  ar.d  tT.;  levels,  whereas  rT,  ebmlnisti Aim  is  inactive  in  both  o 
these  systems;  2)  neither  T3  nor  rl'3  alters^piarma  cGbP;  3)  degradation  of  1T3  .is 
directed  relatively  more  to  3,3’T2;  4)  metabolism  of  both  T3  and  rT3  contribute 

l>ubBoaho«<.rWticts.  IrlP3  {fife  WV.&F 

B-^ocnnology  107:  130-136.  19801 


Work  Unit  No:  1363 


Funds  utilized,  FY-80:  $1,461  (2600) 

Funding  requirements,  FY-81: 

Personnel:  Vincent  M.  Butler,  GS-09 
Equipment:  Automated  RTA  System  (81  MEDCASE) 
Supplies:  $6.  600 
Travel:  $1, 100 
Other:  $3,500 


Title  of  Project,:  Effect:  of  L-tryptophan  on  LH  and  FSH 
dvnamics  in  women 


Starting  Date:  ig7g  Estimated  Cotnnletion  Date:  1981 

Principal  Investigator:  Allan  R.  Glass 

,  M.D.,  MAJ  MC 

Associate  Investigators: 

Facility: 

WRAMC 

Dept/Svc  Kyle  Metabolic  Unit 

KeyWords: 

L-tryptophan,  LH,  FSH 


Accumulate  ve  MED  CASE 
Cost:  0 


Accumulative  Contract 
Cost:  .  0 


Accumulative  Supply 
Cost:  S100 _ 


FY-SO  MED  CASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCIj 


Study  Objective: 


To  determine  how  L-tryptophan,  as  a  neurotransmitter  precursor;  interacts 
with  the  regulation  of  LH  and  FSH  in  women. 


‘Technical  Approach: 

Assessment  of  pituitary  gonadotropin  reserve  by  LHRH  and  estrogen  challenge 
before  and  after  administration  of  L-tryptophan. 


Progres  iuri  FY-SO; 

in  recruiting  volunteers. 


Due  to  lack  of  time  and  personnel  as  well  as  difficulty 
no  subjects  were  studied  under  this  protocol  during  FY 


Number  of  subjects  to  be  studied  before  com ol-3tion  of  study;  approx  12 

Serious/ur.e'cpecLod  side  effects  in  subjects  participating  in  project: 
none 

Conclusions: 

Deferred 

Publications  or  Abstracts,  FY-SO: 
none 


Work  Unit  No. :  1364 


Funds  utilized,  FY-80:  0 
Funding  requirements:  FY-81: 
Supplies:  $2,000 
Other:  4, 000 


« 


Date:  10  Sept  80 


[Protocol  No:  1365 


X 


4'  ^  f  O'* ! Of'*1  •  «  '  h  •  • 

ilk-"  0i  ■*■  *wj-w—  insuiin  resistance 
effecc  on  glucose  and  amino  acids 


Status:  Interim 

j  Final 

in  diabetes:  relative 


Starting  Dole:  1078  (Estimated  Corrtuletion  Date:  1932 

Principal  Investigator:  Mlan  R.  class 

,  M.D.,  MAJ  MC 

Associate  Investigators: 

Facility:  WRAMC 

Depfc/Svc  Kyle  Metabolic  Unit 

Key  Words: 


L-valine,  obesity,  diabetes,  insulin  resistance 


Accumulative  MED  CASE 
Cost:  0 


Accumulative  Contract 
Cost:  $13,900 


FY-80  IVIED  CASE  Cost: 


Accumulative  Supply 
Cost:  $2 , 500 


Periodic  Review  Results :_ 
(to  be  filled  in.  by  DCI) 


Study  Objective: 


To  determine  whether,  in  states  of  insulin  resistance,  the  effects  of  insulin 
on  anino  acid  metabolism  are  blunted,  as  are  the  effects  of  insulin  on  glucose 
metabolism. 


Technical  Accroach-.  Administration  of  IV  bolus  loads  of  valine  or  glucose  to 
" *  normal  subjects  and  to  subjects  with  various  disorders  in 

which  insulin  resistance  plays  a  role. 


Progress  daring  FY-30:  35  subjects  were  studied  during  FY  bO-  half  normals, 

half  non-diabctic  obese  subj ects .Plan  is  to  extend  study  tc  other  grouos  of 
subjects  with  insulin  resistance  in  FY  81. 


Number  of  sub: acts  to  be  studied  before  comoletion  of  studv:  30 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 
one  syncopal  episode  probably  related  to  venipuncture  (vasovagal) 

Conclusions: 


Valine  disposal  is  normal  in  obese  subjects  in  whom  glucose 
disposal  is  impaired. 


Publicatic  .s  or  Abstracts,  FY-80;  Abstract:  presented  a:  Amer  Cia’.eter.  Assoc  noet  i- 
1580,  and  also  at  International  Symposium.  Paper  submitted  for  tub]  i  M.on . 


1 


Work  Unit  No. :  1365 
Funds  utilized:  FY-80:  $9,600 
Funding  requirements,  FY-31: 
Supplies:  $12,  000 
Travel:  $1,  000 


Other:  $4,100 


Date: 

j  Proto  col  No :  13  66  St  atus : 

Interim 

Title  of  Project:  1  .  ■ 

The  effect  of  glucagon  on  thyroidal  economy 

Final  * 

Starting  Date:  1/5/78 

Estimated  Completion  Date: 

8/82 

Principal  Investigator: 

KENNETH  D.  BURMAN,  MD.LTC.MC 
- J - 

Associate  Investigators: 
LEONARD  WARTIME  SKY 

JOHN  T.  O’ BRIAN 
ROBERT  SMALLRIDGE 
LINDA  JONES 


Facility: 

WRAMC 


iDcpt/SvcDeP c  °f  Med/Endocrine 


Key  Words: 


Glucagon/ thyroid  hormone 


Accumulative  MED  CASE 
Cost: _ 

FY-80  MEDCASe” Cost:  ” 


Accumulative  Contract 
Cost: 


Accumulative  Suooly 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  ascertain  if  T3  alters  glucagon, 


Technical  Approach; 

Administer  small  dose  T3  during  fasting  and  measure 

glucagon  by  RIA 


Progress  during  fl'Y-80: 

A  total  of  about  15  patients  studied  and  show  that  T3 
decreases  glucagon  clearance  rate.  I 


Number  of  subjects  to  be  studied  before  completion  of  study.  0 

Serious/imexpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions :  t 3  regulates  glucagon 


Publications  or  A  bslracts,  FY-80 : 
£UR>iAN,KD,  E  r  al  JCF.  M  in  press 


t 

I 


t 


FY-80  11EDCASE  Cost: 


Study  Objective: 


Periodic  Review  Results 
(to  be  filled  in  by  DCI) 


"To  determine  whether  the  drug  clonicine  produces  changes 
in  serum  LH  or  testosterone  in  hypertensive  men. 


Technical  Approach: 

Measurement  of  serum  LH  ,  FSH,  and  testosterone,  as  well  as  responses  to  LHRH 
and  HCG,  before  and  after  clonidina  treatment. 

Progress  during  FY-80: 

Due  to  an  administrative  nixup,  the  principal  investigator  never  received 
formal  approval  to  begin  work  on  this  protocol,  so  nothing  has  been  done  vet. 

Number  of  subjects  to  be  studied  before  completion  of  study :  20 _ 

Sericus/unexpected  side  effects  in  subjects  participating  in  project: 

none 

Conclusions: 

Deferred 

Publications  or  Abstracts,  FY-SO 


Work  Unit#:  1367 

Funds  utilized,  FY-80:  $436 

Funding  requirements,  FY-81: 

Supplies:  $4,000 

Travel:  $1, 000 


Other: 


$9,300 


Date:  10  Oct  1980 

IProtocol  No:  1368 

[Status:  Interim 

t 

IT'uSI 

nue  oi  .project:  Etrect  ot  Dietary  Phosphate  or.  Serum  Levels 
of  Vitamin  D  metabolites  in  Hypoparathyroici 

■  SIT. 

Starting  Date:  26  April 

1977 

Estimated  Completion  Date: 

30  Sept  1982 

Principal  Investigator:  H.  Lintor.  Wray,  LTC,  MC 


Associate  Investigators: 
Joseph  Bruton,  Ph.  D. 
Ira  Mehlman,  LTC,  MC 


Key  Words:  Phosphate.  Vitamin  D  metabolism 


Accumulative  NIEDCASS 
Cost:  None 

i  Accumulative  Contract  i 

!  Cost:  $200.00 

Accumulative  Supply 
Cost:  $  59,891 

FY-S0  MEDCASE  Cost:  None  > 

Periodic  Pa 
(to  be  filic 

view  Results: 

| 

d  in  by  DCI) 

Study  Objective:  To  determine  if  serum  levels  of  25-CH-D  (2 5-hydroxy- vitamin  D)  , 

24,  25-(CH)2~D  (24,  25-aihyrdoxyvitamin  D)  and  1,25-(CH)2~D  (1,  25-dihydroxy- -vj. tar" 
D)  are  changed  by  short-term  manipulation  of  dietary  phosphate  intake  in  hyper,  a- 
thvroid  patients . 


Facility: 

WRAMC 

D^pt/Svc 

Kyle  Metabolic  Unit 

Technic  1  Approach:  The  15  cay  protocol  consists  of  2  days  on  normal  ph  phate 
intake  u.O  Q  of  phosphorus),  10  days  on  low  phosphate  intake  (0.5  g  of  pr.osphoru:- 
and  3  days  on  high  phosphate  intake  (1.5  g  of  phosphorus)  .  During  the  period  of 
phosphate  restriction,  phosphate-binding  antacids  will  be  given.  A  pa tie  ;  group 
of  phosphate-replete,  antacid-treated  will  serve  as  a  control,  group.  Sen;.ri 
inorganic  phosphate,  ionized  calcium,  total  calcium,  magnesium  and  creator, ^ne  and 
plasma  25-CH-D,  24,  25- (OH) 2-D  and  I,  25-(Cfl)n-D  vail  he  determined. 

'Progress  during  FY-80:  KKU  personnel  have  nc-w  set-up  a  chromatography  system  whic 
appears  adequate  for  the  vitamin  D  assays  in  human  serum..  Control  samples  are  new 
being  processed  to  determine  cur  normal  ranges. 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 14 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions:  The  experimental  protocol  has  been  shown  to  effectively  lower  urine 
anc  serum  phosphate  in  a  manner  which  will  provide  the  appropriate  changes  to  al low- 
correlations  with  the  changes  in  the  vitamin  D  metabolites. 

Publications  or  Abstracts,  FY-50:  None 


Work  Unit  No. :  1368 


Funds  utilized,  FY-80:  §26,400  (2600} 

Funding  requirements,  FY-S1: 

Personnel-.  Delbert  Dawson  (GS-ll) 

Vincent  M.  Butler  (GS-09) 

Equipment:  Automated  RIA  System  (FY-81)  MEDCASE 

Supplies:  $25, 000 


Other:  $2,800 


Date:  15  October  1980 


IProtocol  No:  1370 


Status:  Interim  X 


Title  of  Project:  Sex  Steroid  Receptors 
Gland 

j  Final 

in  the  Human  Thyroid 

Starting  Date :  24  Mav  77  {Estimated  Comoletion  Date:  30  Sept  1982 

Principal  Investigator:  Robert  A<  vigersky,  M.D.  MAJ  MC 

Associate  Investigators: 

Facility:  WRAMC 

Dept/Svc  Kyle  Metabolic  Unit 

KoyW  .  -S:  Thyroid;  Sex  steroids;  Receptors 


Accumulative  MED  CASE 

Cost:  0 

Accumulative  Contract 
Cost:  0 

Accumulative  Supply 
Cost:  ?699’15  ‘ 

_ 1 

FY-80  MED  CASE  Cost: 

0 _ 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  determine  whether  the  increase  incidence  in  thyroid  disease 

seen  in  women  is  due  to  abnormalities  in  the  receptor  for  estrogen  and/or  androgen 
in  their  thyroid  glands.  The  additional  aim  is  to  characterize  these  receptors 
with  respect  to  their  physico-chemical  identity  and  to  compare  them  to  similar 
receptors  in  more  ’classic  target  tissues  L'or  these  steroids. 


Technical  Approach:  Measurement  of  affinity  constant  and  binding  capacity  by 
Scatchard  analysis  of  cytosol  made  from  thyroid  glands  obtained  at  the  time 
of  thyroidectomy.  Also,  kinectic  analysis,  size  and  charge  determination, 
and  steroid  specificity  will  be  measured  and  compared  to  those  of  other  receptors. 


Progress  during  FY-80:  Accumulation  of  t  issue  for  ultimate  receptor  measure,,  .it 

and  the  analysis  of  similar  parameters  in  other  non-classic  target  tissues 
such  as  the  thymus  (human)  to  compare  with  the  thyroid. 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  i,one 


Conclusions:  Methods  have  been  perfected  and  other  tissues  run  for  comparison 
to  allow  appropriate  conclusions  to  be  made  from  the  data  obtained  on  the  human 
tissue . 

Publications  or  Abstracts,  FY-80:  ',one 


1370 


»/ork  unit  do.: 
runcis  utilized.  FY-6Q:  $699,^5 
funding  keculrer.ients ,  fi'-M: 
Personnel :  None 
Equipment :  Nona 
Supplies :  $3000 

Travel :  $500 

Other:  { 2400)  $200 


K-f; 


$3700 


Date: 


Protocol  No: 


Status:  Interim 


_  .  1 _ Final 

6  0  Ojec  .  Glucose  Regulation,  Peripheral  Thyroid  Hormone 

Economy  in  Fasted  subjects. 


Starting  Date:  1-5-78  (Estimated  Completion  Date: 


Principal  Investigator:  KENNETH  D  .  BURMA.N,  MD  ,  LTC  ,MC 


Facility: 


Associate  Investigators: 

L.  WARTOFSKY  C01.MC 
RC  SM ALLRIDGE, LTC, MC 


uc  o^seS/  thyroid  hormone 


Accumulative  IvlEDCASE 
Cost: _ _ 


FY-80  MEDCASE  Cost: _ 


Study  Objective: 


WRAMC 

Dept/SvcDept  of  Med/Endocrine 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


To  determine  the  effect  of  glucose  on  T3/rT3  If--  e  ] 


Tc  clinical  Approach: 

Administer  glucose  during  feeding  and  fasting  and 
measure  T3/rT3  by  FI A 


Progress  during  FY-80: 

About  30  patients  studieu 

Number  of  subjects  to  be  studied  before  completion  of  study:  0 _ 

Serious/imexpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions:  Glucose /^CInleilcreases  rT3 

Publications  or  Abstracts,  FY-SO: 


PANAG ARO , e  t  al  JCEM  50:107  5,30 


Date 


Protocol  No:  13  7  2 


Title  of  Project:  Alterations  in  TRH 
and  fasting. 


Status:  Interim 
Final  X 

stimulation  in  o tie's  i  t  y 


Starting  Date:  12-5-77  {estimated  Completion.  Date:  8-80 

Principal  Investigator:  KENNETH'  D.  BURMAN,  MD ,  LT  C  ,  MC 

Associate  Investigators  * 

i 

Facility: 

KRAMC 

Dept/Svc  Dept  of  Mad /Endocrine 

• 

Accumulativa  MED  CASS 
Cost: 

Acciunulative  Contract  Accumulative  Supply 

Cost:  Cost: 

FY-80  MEDCASS  Cost: 

l - - - - - - 

Period. c  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective: 

To  guanti  La  i:e  TSH  stimulation  in  fasting. 


Technical  Approach.: 


TRH  tests  in  feeding  and  lasting  periods 


-Progress  during  FY-80: 

A  total  o  t  about  ?.  0  p  a  t  i  c-  n  : 


.udied  by  TRH  infusion 


Number  of  subjects  to  be  studied  before  completion  of  stud'/: 


Serious/unexpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions: 


TSH  decreases  in  fasting 


Publications  or  Abstracts,  FY-80 


Burman ,  KD  et»al,  Metabolism  29:  46,1980 


r 


Date:  10  Sent  80 

! Protocol  No:  1374 

Interim.” 

Title  of  Project:  Evaluation  of  testosterone  reserve  in 
infertile  men. 

Final 

Starting  Date:  1978 

^Estimated  Completion  Date: 

1982  . 

Principal  Investigator: 

Allan  R.  Class  MD  MAJ  MC 

1 

Associate  Investigators: 


Facility:  WRAMC 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words: 


testosterone,  HCG,  infertility 


Accumulative  MEDCA 
Cost:  $1,000 


Accumulat-'  "o  Contract 
Cost:  S73.000 


Accumulative  Simply 
Cost:  $13,100 


FY-80  MEDCASE  Cost: 


$1. 000 


Periodic  .Review  Results : 
(to  be  filled  in  by  DCI) 


Study  Objective: 

To  determine  how  the  testis  responds  to  single  and  multiple  injections  of  HCG. 


Technical  Approach: 

Measurement  of  serum  levels  of  gonadal  hormones  before  and  after  various  regimens 
of  HCG  administration. 


Progress  during  FY-80:  Approx  15  subjects  studied  during  FY  80. 


Number  of  subjects  to  be  studied  before  completion  of  study;  20  _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 
none 

Conclusions: 

Resensitization  of  testosterone  production  after  intial  HCG-induced  desensitization 
may  be  related  to  a  shift  in  the  pathway  of  testosterone  biosynthesis. 

Publications  or  Abstracts,  FY-80:  Two  papers  published  in  FY80,  one  paper  in  press, 
one  paper  in  preparation.  One  abstract  presented  at  National  AFCR  meeting. 


cjo 


Work  Unit  No. :  1374 

Funds  utilized,  FY-80:  $44,000 

Funding  requirements,  FY-81: 

Supplies:  $6,000 

Travel:  $1, 000 


Other: 


$1.8,000 


Date:  10  Sent  80 

! Protocol  No:  1376  ] 

Status: 

Interim 

Title  of  Project:  Effect  of 

on  growth  hormone  dynamics 

Fined 

amitriptyline  and  amantadine 
in  acromegaly. 

Starting  Date:  1 973 

Estimated  Completion  Date: 

1982 

Principal  Investigator: 


Associate  Investigators: 


Allan  R. 


Key  Words: 

L-tryptophan,  amitriptyline, 


Glass,  M.D.,  MAJ  MC 

Facility:  WRAMC 

Dept/Svc  Kyle  Metabolic  Unit 

acromegaly,  growth  hormone,  prolactin 


Accumulative  MED  CASE 
Cost: 


Accumulative  Contract 
Cost: 


FY-SO  MEDCASE  Cost: 


Accumulative  Supply 
Cost:  ^00 


Periodic  Review  Results 
(to  be  filled  in  by  DCI) 


Study  Objective: 

To  determine  how  the  drugs  amantadine  and  amitriptyline  interact  with  the 
pituitary  gland  in  acromegaly. 


Technical  Approach: 

Measurement  of  serum  prolactin  and  growth  hormone  basally 
and  in  response  to • perturbation  tests  before  and  after  administration  of  either 
amitriptyline  or  amantadine. 


Process  during  FY-80:  Amitriptyline  portion  of  study  completed.  Addendum  " 

revise  protocol  currently  pending  prior  to  beginning 
amantadine  section  in  FT  81. 


Number  of  subjects  to  be  studied  before  completion  of  study :  25 _ 

Serious/imexpected  side  effects  in  subjects  participating  in  project: 
none 

Conclusions: 

Amitriptyline  suppresses  growth  hormone  modestly  in  acromegaly.  L-tryptoDhan 
stimulates  growth  hormone  in  normals  but  not  in  acromegaly,  and  stimulates  prolact 

Publications  or  Abstracts,  FY-SO:  in  neither. 

Two  papers  published  during  FY  80. 


\tt>rk  Unit  No. :  1376 


Funds  utilized,  FY-80:  $435 
Funding  requirements ,  FY-81: 

Supplies:  $3,000 

Other:  $4,000 


Date : 


Protocol  No: 


Title  of  Project.  Effect  of  dietary  tryptophan  content 
food  intake  in  obese  subjects 


:  Interim  >; 


Final 


Starting  Dare:  1978 


[Estimated  Completion  Date:  1982 


Principal  Investigator:  Allan  Ri  class,  M.D.,  MAJ  MC 


Facility:  WBAMC 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words: 


tryptophan,  obesity,  food  intake 


Accu '  .  xlati ve  MEDCASE 
Cost: _ 0 _ 


FY-80  MEDCASE  Cost: 


Accumulative  Contract. 
Cost:  0 


Aoctmiulative  Supply 
Cost:  520 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 

To  determine  whether  the  proportion  of  tryptophan  in  food  car.  directly  affect 
food  intake 


Technical  Approach: 

Measurement  of  food  intake  in  individuals  consuming  only  a  liquid  formula 
diet  supplemented  with  various  amounts  of  tryptophan 


Progress  during  FY-80:  „  _  ,  ,  ,  „ .  ,  ,  ..  ,  , 

°  Due  to  lack  of  time  and  personnel  no  subier.r.s  have  beer 

studied  under  this  protocol  during  FY  80. 


Number  of  subiects  to  be  studied  before  completion  of  sfcudv: 


Serious/unexpected  side  effects  in  subjects  participating  in  project 


Conclusions: 

Deferred 

Publications  or  Abstracts,  FY-80 


none 


Work  Unit  No. :  1377 
Funds  utilized,  PY-80:  none 
Funding  requirement,  FY-81: 

Supplies:  $1,000 

otlier:  $3, 000 


t 


Date:  10  Sept  SO 


Protocol  No:  1379 


Status: 

Title  of  Project:  Effect  of  post-weaning  undernutrition  on 
reproductive  hormones  in  rats 


Interim  X 
Final 


Starting  Date :  1-73 

[Estimated  Completion  Date:  1982 

Principal  Investigator: 

Allan  R.  Glass  MD  MAJ  MC 

Associate  Investigators: 

Facility: 

WRAMC 

Dept/Svc 

Kyle  Metabolic  Unit 

Key  Words: 

undernutrition,  puberty 


Accumulative  FLED  CASE 
Cost:  0 

Accumulative  Contract  j  Accumulative  Sup;  ly 

Cost.  0  Cost:  $3,800 

| 

FY-80  MED  CASE  Cost: 

0 

1 

Peiiccli c  Review  Results: 

j  (to  be  filled  in  by  DCI) 

Study  Objective: 


To  determine  how  undernutrition  affects  sexual  maturation  in  rats 


Technical  Approach: 

Deternination  of  the  response  of  the  hypothalanic-pituitary-testicular  axis 
to  various  perturbation  tests  in  normal  and  underfed  rats 


Progress  during  FY-80:  @2  experiments  were  conducted;  Itch  were  unsuccessful 

due  to  technical  problems.  Shortage  of  animal  soace  has  temporarily  precluded 
additional  studies.  A  major  addendum  to  this  protocol  is  in  preparation. 

Number  of  subjects  to  he  studied  before  completion  of  study : _ _ 

Serious/ unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 

Undernutrition  delays  puberty  in  rats  by  means  of  gonadotropin  deficiency. 

Publications  or  Abstracts,  FY-SO:  One  parer  published  in  FY  30,  one  paper 
submitted  for  publication. 


r 


Work  Unit  i\To. :  1379 


Funds  utilized:  FY-SO:  $1,862 
Funding  requirements,  FY-81: 


Supplies: 

$5,000 

Travel: 

$1, 000 

Other: 

$9,000 

t 


Date:  10  Cct  1980  1  Protocol  No:  1380 

|St aims:  Interim 

Title  of  Project: 

Effect  ol  Thyroid  Status  on  the 
Induced  Cyclic  AMP  Responses  or 

Kormc  rally- 
the  Kidney 

1 

Starting  Date:  19 

Oc*-  1977  [Estimated  Completion  Date: 

30  Sept  1582 

Principal  Investigator:  k.  Linton  Kray,  LTC,  MC 

Associate  Investigators: 

VJayinan  W.  Cheatham,  MAT ,  MC 


Key  Words:  Thyroid  Hormone,  cyclic  AMP,  cyclic  GMP 


Facility: 

WRAKC 

Dopt/Svc 

Kyle  Metabolic  Unit 

Accumulative  MED  CASE 
Cost:  $1/000 


Accumulative  Contract 
Cost:  ?  6C0 


FY-80  MEDCASE  Cost:  None 


Accumulative  Supply 
Cost:  $17/264 


Periodic  Review  Results: 
(to  be  rilled  in  by  DCI) 


Study  Objective:  To  determine  if  the  renal  hormone  receptor  -  seccr.c  messenger 
systems  of  two ’unrelated  polypeptide  hcr.ror.es  are  affected  by  thyroid  hormone. 

By  measuring  nephrogenous  cyclic  AMP  during  parathyroid  and  antidiuretic  hormone 
infusions  in  hyper-  and  hypo-  thyroid  mtients,  it  can  be  determined  if  thyroid 
hormone  influence- the  renal  cyclic  AMP  responses  to  these  hormones. 


Technical  Approach:  Hyperthyroid  and  hypothyroid  patients  will  're  admitted  to 
Ward  47  for  a  3  day  study  protocol  and  will  be  similarly  studied  after  becoming 
euthyroid.  During  each  admission  the  patient  will  vmcergo  two  3-hour  renal 
clearance  procedures,  one  with  PTH  infusion  and  another  with  vasopressin 
infusion. 


Progress  during  FY-80:  dix  pal  bents  were  studied  this  year  with  results  si  mil 
to  tfiose  reported  in  the  FY-79  report.  In  addition,  preliminary'  studies  have 
shown  that  imnunoreactive  PTK  levels  during  PTH  infusion  were  higher  in  hypothyroid 
patients  than  in  euthyroid  patients . _ 

Number  of  subjects  to  be  studied  before  completion  of  shady:  30 _ __ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  yone 


Conclusions:  The  delayed  water  excretion  in  hypothyroid  patients  and  the  decreased 
fractional  excretion  of  phosphate  in  hyperthyroid  patients  are  r.ct  associated  with 
demonstrated  changes  in  renal  responses  to  vasopressin  and  parathyroid  hormone.  Ar. 
addendum  to  the  protocol  has  been  subratted  attached;  . 

Publications  or  Abstracts,  1I-S0; 

Endocrinology’  106(Suppl):  122,  1980. 


a. 


Work  Unit  #13S0 


Funds  utilized:  FY,  80:  $3,061  (2600) 

Funding  requirements,  FY-81: 

Personnel:  Gerald  M.  Sheldon  SP-6 

Vincent  M.  Butler  GS-09 

Equipment:  Automated  PIA  System  (TTY-Si.  MFD  CASE) 

Supplies:  $8, 000 

Travel:  $1, 100 


1.  This  protocol,  "Effect  of  Thyroid  Status  on  the  Hormonally  -induced  Cyclic 
AM?  Responses  of  the  Kidney",  has  r'  suited  i.n  three,  abstracts  and  three  papers 
which  are  currently  in  preparatiqn.  One  aspect  of  these  investigations  has 
demonstrated  little  effect  of  thyroid  status  on  the  renal  responses  to  infused 
arathyroid  hormone  (?TK)  when  measured  bv  nephrogenous  cyclic  AMP  (NcAMP)  and 


ional  excretion  of  phosphate  (F£  ,  However,  preliminary  studies  have 

that  immunore active  PTH  levels  during  PTH  infusion  were  higher  in  hypothyroid- 


patients  than  in  euthyroid  patients  yet  the  measured  renal  responses  were  not 


significantly  different  (attached  abstract"1.  This  suggested  that  hypothyroid  pat.i  r 
had  a  decreased  clearance  of  infused  PTIl  and  were  in  fact  hy porespons ive  to  PIH. 


2.  t.'a  propose  to  continue  to  investigate  the  effect  of  thyroid  statu.-  o.i  PTH 
metabolism  ar.c.  res.-  usj  by  ’’cssun.1  b ioi-  great  1  y  active  as  we;  '  as  irrcunoreactiv.: 
PTH  in  addition  to  :.cAM?  and  EE  ,  during  PTH  infusion.  Two  bioassays  ui  ]  1  be 
employed.  A  cytoch  -mical  assay^using  rat  renal  tubules  will  be  performed  by 
Dr.  Jamas  Posillico  of  Duke  University  and  a  adenylate  cyclase  assay  using  canine 
renal  membranes  will  be  performed  by  Dr.  Robert  Nissenson  of  University  of 
California.  Six  patients  with  hyperthyroidism  and  six  'with  hypothyroidirr.i  will  be 
studied  cn  a  two  cay  protocol  which  will  not  include  the  previously  used  anti¬ 
diuretic  hormone  infusion.  These  studies  will  determine  whether  biologically 
active  ?TH  during  ?TH  infusion  is  affected  by  thyroid  status  and  will  be  important 
in  the  interpretation  of  the  renal  responses  to  PTH. 


f 

Date:  15  October  1980  IProtocol  No-  1381 

Status:  Interim  x 

TTitXs  of  Piroioct* 

J  '  Estradiol  Receptors  in  Rat  Thyroid  Glands 

1  Final 

Starting  Date:  M.av  id77  Estimated  Completion  Date- 

30  Sent  1982 

Principal  Investigator:  Robert  A<  Vigersky>  M.D.  >!AJ  MC 

Associate  Investigators: 

F  acility :  WRAM  C 

Dept/Svc  Kyle  Metabolic  Unit 


KeyWords:  Estrogen;  receptors;  thyroid 


Accumulative  HEDCASE 
Cost:  n 


Accumulative  Contract 
Cost:  o 


FY-80  MED  CASE  Cost: 


Accumulative  Supply- 
Cost  $426^20 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  study  the  nature  or  the  estrogen  receptors "m  Che  - 

rat  thyroid  so  that  thaae  studies  can  be  used  as  a  model  for  examining  similar 
receptors  in  the  human.  Techniques  to  be  developed  will  be  used  for  these 
and  other  non-classic  target  tissues  such  as  the  thymus. 


echmcal  Approach:  Determination  of  the  binding  capacity  and  affinity, 

steroid  specificity,  net  size  and  charge,  sedimentation  coefficient,  and  steady- 
state  kinectics  of  the  receptor  as  obtained  from  the  cytosol  of  male  and  female 
rats  of  varying  ages . 


Progress  during  FY-SO:  Progress  in  these  methods  has  been  made  using  the 
thymus  gland  as  a  model  and  the  already  accumulated  data  has  been  compared  to 
that  in  other  non-classic  as  well  as  classic  target  tissues  for  estrogen. 


Number  of  subjects  to  be  studied  before  completion  of  study;  N/A 
Serious /rmexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  _  _ 

Estrogen  receptors  exist 

female  rats  are  appear  to  be  similar  in 

of  other  receptors. 

Publications  or  Abstracts,  FY-80:  None 


in  the  thyroid  glands  of  both  male  and 
their  physico-chemical  nature  to  those 


23 


uors-:  unit  do.: 


1381 


funds  utilized.  PY-SO:  $426.20 
funding  fteoulrentents .  fi'-Sl: 
Personnel :  None 

EauiPj^gnt :  None 

Sup pi les :  $  6  6  00 

Travel :  $500 

Other :  (2400)  $200 


C  r 

*  '  X 


$7300 


Title  of  Project: 

by  Micron  ■•.iur.- 


[ _ !■  i  n.'T 

Moasur.  :<•■-»£  of  St-  ro  i ds  i:i  Fluid  ubr.if  ned 
from  Hat  He.:  i  ni  f  erous  Tubiil':.  and  l><i  d  idyme:' . 


Starting  'lute: 

2 A  Mqv 

10/7 

tdstirr.--.iod  Comnlo!  On:* 

:  30  Sent  1933 

Principal  Ir.v  e 

.-.tigator: 

Robert  A. 

Vigersky  M.D.  MAJ  MC 

Associate  Investigators: 


Facility:  V.TUMC 


'Svc  Kyle  Metabolic  Unit 


Keywords:  Micropuncture;  sex  steroids. 


Accumulative  MZ-DCASR 
Cost: _ 0 _ 

ihf-£0"M£DCAS£  Cose; 


Accumulative  Contract  Accumulative  Supply 

Cost: _ 0 _  Cost:  $;;.T3.% 

_ _ _ _  Periodic  Review  Results: _ 

(to  be  filled  in  by  DCI) 


Study  Objective:  y0  study  the  control  of  spermatogenesis  by  sex  steroids, 
parti -vilarly  estradiol  and  testosterone.  Also  to  investigate  the  nature  of 
the  blood-testis  barrier  to  these  steroids  and  '0  other  substances. 


Technical  Approach:  Testicular  micropuncture  using  laboratory  fabricated 
gl  a  •  *  micropipets  in  adult  male  rats.  Measurement  of  steroids  by  micro-methods 
of  r id i a immunoa ssay .  Infusion  of  various  drugs  and  hormones  intravenously  and 
measurement  of  them  as  they  appear  in  the  seminiferous  tubule. 


Progress  during  FY-80:  Methods  for  simu1  taneous  cannulation  of  the  jugular 
and  fem.-'sl  vein  have  been  developed  so  that  constant  infusion  and  blood  sarnlin 
can  he  accomplished.  A  study  of  the  ability  of  methotrexate,  a  commonly  used 
■r.^M  i  c  'lie  treat  nt  ..r  mal  i  ••.lanxles,  has  been  completed  cho;; in  ;  100  times  1  v\i 
N  e  r  of  subi acts  to  :  -a  studied  liefor?  '■  ■'cmletioa  of  study.  *'•  i'1  t-ie  ; 


SeriousAuiexpected  si  da  effects  in  subjects  pa-.tici  paling  in  project: 


n  /; 


Convulsions.  ^  blood-testis  barrier  e::i 
explain  the  reason  that  the  testis  is  a 


:  .  for  the  drug,  methotrexate.  This  ma 
;.';-juent  site  of  recurrence  of  leukemia. 


Publications  or  Abstracts,  FY-SO: 


None 


Date:  1  Octob-  •:  1030  I  Prolucul  No: 

Status:  I.b-m.vN  IN 

Assessinc-’.i'.  of  the  Efficanv  cn  Diabetic  Treatment 


Starting  Date:  nJn!\l 


estimated  bom ale t ion  Date:  present 


Principed  Investigator:  Timothy  M.  V.oehm,  LTC  MC 


Associate  Investigators: 

P.  Leapley,  R.D. 


Facility: 


WRAMC 


De.pt/ '..vc  Department  of  Clinical  I:v  siigaik 


:on 


Key  \v ords:  Clyc-e.-.. dated  hemoglobin,  diab-res,  diabetic  diet 


Accumulative  ALEDC  ..EE 

j  Accumulative  Contract 

Accu  r.vdative  Sx.oi/.y 

Cost-  811,933.  00 

!  Cost: 

Cost:  o.l5,  321.  53 

FY-aD  ALE D CASE  Cost: 


!Ieiio(lic  He  mew  R,  . -s: 
(to  be  filled  in  by  .1) 


*Sn;dy  Objective: 
diab.  Me  hevapy. 


To  evaluate  the  respens  c  of  hemoglobin  A1C  to  modifications  of 


♦Technical  Approach: 


me  attached  abstract. ) 


corr<:’ate  responses  to  diet  therapy  with  changer. 


.•.si  brief,  an  attempt  ;  made  to 
in  glycosylated  hermog. Alins. 


♦Progress  during  FY-8<>:  None.  The  dietitian  interested  in  the  study  departed  WRA .MC. 


■turned  before  o  Haslet  Ion  of  studv:  0 

Sorious/imeicpn  ted  side 

in  .'.ubjecrs  pu  ricipating  in  project: 

0 

Con.  .:sio"s:  See  abstract.  Ir  brief,  patients  may  manifest  improvement  in  NghAlC 

plus  glucose  in  res;  onse  to  diet  therapy  wi'ho’.r  losing  w  eight ,  indicating  that  diet  therapy 
may  be  efficacious  without  promoting  weight  r-  hint  ion. 

Publications  ox  Abstract,  Fa -SO:  Non.-.  ’  .forts  are  being  made  to  gather  the  data 

for  publication. 


CO 


Da- 10  Sept  60 


-.col  Xo:  1183 


Status : 


Title  of  Project: 


Interim  X 


IT::  al 


Serial  changes  in  free  testosterone  during  pregnancy 


Sfamaq;  Pat  a:  iQ7S _  ill  siinatod  Completion  Date: _ IjtfLL 

Principal  Investigator:  Ailan  R#  class  MD  MAJ  MC 


Associate  Investigators: 
Thomas  Klein  1©  LTC  MC 


Facility: 


ttRAMC 


Dept/Svc  Kyle  Metabolic  Unit/  ObGyn 


Key  Words: 

free  testosterone,  pregnancy 


Accumulative  a!  ED  CASE! 
Cost:  0 


Accumulative  Contract 
Cost:  $8»  000 


FY-S0  I.IEDCAbE  Cost: 


0 


Accumulative  Supply 
Cost:  $1,000 


Periodic  Review  Results:_ 
(to  be  filled  in  by  DGI) 


Study  Objecava: 

To  determine  whether  fees  tostostaroiu:  levels  in  serum  change  during  early 
pregnancy  and  whafhet  m:::h  correlate  with  fetal  sex. 


i 


i  ! 

i  i 


Technical  Approach: 

Measurement  of  total  ami  free  testosterone  during  pregnancy. 


Progress  d.  mag  >'Y~b'.; 

170  sub  j  e'  "s  studied.  Assays  <>?  testosterone,  free  t  c*  Lc  rteror.e,  and  DHT 
completed . 

N umber  of  s’  b •  act  5  fo  be  s Tailed  b fore_co . r> pieman  of  .vucb/:  0 _ 

Feiio\:s/ur.s.':pectod  side  effects  in  subjects  participating  in  project: 
none 

Conclusions: 

Free  testosterone  fails  modestly  with  increasing  fetal  eg- .  Free  testosterone  is 
not  correlated  with  fetal  se:--. 

Publications  or  Abstracts,  FY-SO; 

One  paper  sn'.tr.i  i  ’  ad  for  pub!  icut.  ion. 


r> 


Work  Unit  No. :  1385 


Funds  utilized,  FY-80: 

$S,000 

Funding  requirements, 

FY-81 

Supplies: 

$3,000 

Travel: 

$1,000 

Other: 

$4, 400 

Date:  15 


Title  of  Projecting  Effect  of  Delta-l-Testolactone  (Teslac) 
Male  Infertility. 


Starting  Dat; 


Principal  Investigator: 


stimated  Comnletion  Date: 


Robert  A.  Vigersky,  M.D.  MAJ  MC 


tatus:  Interim/. 


Final 


1581 


Associate  Investigators:  Alian  r.  Glass,  Facility:  VZRAUC. 

MAJ  MC 


Key  Words: 


Dept/Svc  Kyle  Metabolic  Unit 


Infertility,  male;  Testolactone;  Oligospermia 


Accumulative  MED  CASS 
Cost: _ n _ 


FY-SO  MED  CASS  Cost: 


Accumulative  Contract 
Cost:  $3503 


Accumulati  ve  Supply 
Cost:  $7262,20 


Periodic  Review  Results 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  improve  sperm  counts,  and  thereby  fertility,  in  men  with 
idiopathic  oligospermia.  To  study  the  mechanism  of  the  oligospermia  with 
repect  to  hormonal,  parameters  and  response  to  HCG  and  I  Sr.  and  to  investigate 
the  effect  of  lowering  estrogen  levels  and  blocking  estrogen  action  has  on 
the  basal  and  stimulated  levels  of  the  other  hormones. 

Technical  Approach:  LRH  aucj  RCG  testing  along  with  basal  semer.  analyses  is 
'performed  before  beginning  on  Teslac  1  Gm/day  and  Tamoxifen  20  mg/day  orally. 

Semen  and  hormonal  parameters  are  monitored  monthly  and  the  HCG  and  LRH  tests 
are  repea  ..'d  at  the  f.i::::  of  prc.jnauc  nft  •  -•  i.  ye;:--  .he  vet ;csti-:r.  vMcb 
ever  is  first. 

Progress  during  FY-30:  Twelve  men  were  entered  into  the  Teslac  alone  protocol,  with 
a  100%  increase  in  sperm  counts  (11  or  '2  responding)  and  4  pregnancies.  Five 
men  have  been  begun  on  the  combination  of  Teslac  and  Tamoxifen. 

Number  of  subjects  to  ha  studied  before  completion  of  study:  30 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  None 

Conclusions:  Blocking  estrogen  formation  with  the  aror.ntase  inhibitor,  Teslac,  seeemf 
to  have  been  effective  in  increasing  sperm  counts  and  promoting  fertility  in 
men  with  idiopathic  oligospermia.  Tamoxifen  may  provisa  additional  benefit. 

Publications  or  Abstracts,  FY-80:  Vigersky,  R.A.  and  Glass  A.R.,  "Effect  of 
^-Testolactone  (Teslac)  in  Oligospermic  Men,"J.  Andrology  1:67,  1.980. 


/ 


»<or k  unit  do.: 


1386 


funds  Utilized,  FY-oQ:  $10765.20 
funding  Requirements .  P'i-bl:  $10,700 

Personnel :  Temporary  hire,  GS-0^  to  be  named 

l 

Equipment :  None 

SuB.g.liesj,  $2000 

i'raveli  .:,500 

Other:  '  ?5''?)  $8000;  (2400)  $300 


Date: 


10  Sent  80 


Protocol  No:  1337 


1 


Tills  of  Project;  Acute  responses 
prostate  carcinoma 


to 


estrogen 


1 

[  men  with 

1  Final 

Starting 


Data:  1973 


{Estimated  Comoletion.  Date: 


1932 


Principal  Investigator:  Allan  R  Glass  MD  MAJ  MC 


Associate  Investigators: 


Key  W  ords : 

estrogen,  LH,  prostate  carcinoma 


Facility: 

WRAMC 

Dept/Svc 

Kyle  Metabolic  Unit 

Accumulative  MED  CASE 
Cost: _ 

FY-80  IvIEDCASE  Cost: 


Study  Objective: 


Accumulative  Contract 
Cost:  0 


Accumulative  Supply 
Cost;  0 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


To  determine  whether  nan  with  prostate  carcinoma  respond  to  -'cute  estrogen 
administration  differently  from  normal  men 


-Technical  Approach: 

Measurement  of  serum  f,H  and  estrogen  after  administration  of  an  acute  estrogen 
challenge 


Progress  during  FY-80: 

No  subjects  studied.  This  study  was  essentially  done  by  someone  else  and  has 
recently  been  published.  Protocol  is  undergoing  evaluation  to  study  a  different 

subject  groun.  as  per . _r ecent  a ddetidum. _ _ _ _ 

Number  of  subjects  to  bo  studied  before  completion  of  study: _ is _ _ 


Date:  I  Protocol  No:  1389 

Status:  Interim 

Title  of  Project: 

THc  effect  of  Dietary  Carbohydrate  on  T  3  Receptor 

Starting  Date:  1  9  7  8  Estimated  Completion  Date: 

Principal  Investigator:  KENNETH  D.  BURMAN,  LTC ,  MC 

Final  XX 

3  • 

1980 

RC  SMALLRIDGE,  LTC,MC 

AR  GLASS,  MAJ»MC 

YVONNE  LUKES 

Facility: 

WRAMC 

Dept/Svc  Dept  of  Med/Endocrine 

KeyWords: 

Carbohy dr at e/T 3  receptors 

Accumulative  MED  CASE 

Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

L _  i 

FY-80  MSB  CASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective: 

To  ascertain  if  c a r b o 

.hydrate  intake 

'  i  r.  •;  r  •  7 

'  receptors  ,1.  ev  e  1  r;  . 

Technical  Approach: 

Isolate  T3  receptors  from  rat  liver  and  so’ubilize  receptor 


Progress  •.luring  FY--80: 

25  rats  studied  by  eating  79%  or  64%  carbohydrate  diet  and  then 
receptors  isolated. 

I  Number  of  subjects  to  be  studied  before  completion  of  study; _ rats _ _ 

Seriou^/unexpected  side  effects  in  subjects  participating  in  project: 

.•one 


Work  unit  no. :  1389 


Funds  utilized,  FY-80:  $1,075 
Funding  requirements,  FY-81: 


Personnel: 

Lukes 

Supplies: 

$2,000 

Other: 

400 

Travel: 

1,  000 

Date: 


{Protocol  No: 


1  j  'J  u 


Status:  Interim  x 


Title  of  Project: 

Investigations  Cone 

L 

Final 

erning  the  Physiology  of  Iodothyronines 

Starting  Dole:  (‘~'75 

{Estimated  Completion  Date: 

8-82 

Principal  Investigator: 

Kenneth  D.  Barman,  LTC,  MC 

Associate  Investigator's: 


Facility: 


WRAMC 


Dept/Sve 


Dept  of  Med/Endocrine 


Key  Words.: 


lodothyroaines 


Accumulative  MEDCASE 
Cost: _ 

FY~S0_MEDCASE  Cost: 


Accumulative  Contract 
Cost: 


Study  Objective: 


Accumulative  Supolv 
Cost: 


Periodic  Review  Results:^ 
(to  be  filled  in  by  DCI) 


To  quantitate  the  factors  infltieing  iodo thy ronin e 


conversions  . 


Technical  Approach: 

Serum  measurements  by  RIA  in  various  states. 


Progress  during  FY-SO: 

Develop  RIS  for  3,5  T2 


Number  of  subjects  to  bo  studied  before  completion  of  study: _ 

Serious/unexpacted  side  effects  in  subjects  participating  in  project:  None 


Conclusions:  There  is  decreased  extrathyroidal  conversion  in  fasting 

Publications  or  Abstracts,  FY-SO: 

Wray  HL,  Burrran,  KD,  et  al  JCEM:  107:  to-G,  1980 


f 

hJ 


Work  unit  no. :  13  90 

Fimd?  utilized,  FY-80:  $20,000 

Funding  requirements:  FY- 


Supplies:  $5,  000 


Title  of  Project: 


Final 


Regulations  if  the  Initiation  of  Thyroid  Hormone  Action 


Starting  Date:  1 "  /  h 

{Estimated  Completion  Date:  8-81 

Principal  Investigator: 

Kenneth  D 

.  Burman, 

LTC ,  MC 

Associate  Investigators: 
Keith  Latham 

Facility: 

WRAMC 

Wartofsky,  L 

Yvonne  Lukes 

Dept/Svc 

Dept  of  Med/End oci'ine- 

Key  Words: 


T3  receptors 


Accumulative  I.LEDCASS 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


FY-SO  MEDCASE  Cost: 


Periodic  Review  Results: 
(to  bo  filled  in  by  DCI) 


Study  Objective 


To  determine  how  thyroid  hormones  work. 


^Technical  Approach: 

Isolate  and  purify  T3  receptor' 


Progress  during  FY-80:  Block  T3  receptor  activity  with  Ipodate  and 

sulfhydryl  oxidizing  agents. 

! 


Number  of  subjects  to  be  studied  before  completion  of  study; _ all  animals 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

none 


Conclusions:  xHe  receptor  has  acetylase  activity  and  a  MW  of  about 
50,000  Daltous 

Publications  or  Abstracts,  FY-80: 


B u  man  ,  ”.D  e  t  a  l  ,  Hormone  !•! e  t  a  h  Res:  T.n  pres  r. 


Work  unit  no:  1391 


i 

f  * 

k: 

f  ■ 

L 

+*' 

r  # 


► 


Funds  utilized,  FY-80:  $20,  000 
Funding  requirements,  FY-81: 

Personnel:  Bur  man  and  Latham 
Supplies:  $5,  000 


m 


i 


y 


f 


Date:  15  October  2  930 


(Protocol  No:  1302 


Title  of  Project:  Steroid  Transfer  across  the  Blood-Cerebro?prt' 

Fluid  Barrier  in  the  Rhesus  Monkey. 


tutus:  Interim 
Final  v 


Starting  Date:  27  Dec  1977 _ Estimated  Completion,  uate:  Completed 

Principal  Investigator:  Robert  A.  Vigersky,  M.D .  MAJ  MC 


Associate  Investigators: 

Facility:  WRAMC 

| 

Dept/Svc  Kyle  Metabolic  Unit 

Key  Words:  Blood-Cerebrospinal  Fluid  Barrier 


Accumulative  MEDCASE 
Cost: _ q _ 

FY-80  aiThCASE  Cost” 


Accumulative  Contract. 
Cost:  o _ 


Accumulative  Supply 
Cost;x  0 


Periodic  Review  Results :_ 
(to  be  filled  in  by  DCI) 


"Study  Obi' Cti vo :  To  determine  whether  or  not  different  glucocorticoids  have 
varying  rates  of  entry  into  the  CSF  from  blood. 


Technical  Approach; 

Injection  of  uulabelled  dexamethasone,  preamsone,  and 
cortisol  into  a  vein  and  measurement  of  the  levels  in  peripheral  venous  blood 
and  CSF  via  an  Otnmaya  reservoir. 


Progress  during  FY-80:  No  experiments  were  performed  in  FY-80 


Number  of  subjects  to  be  studied  before  completion  of  study: _ N/ A  _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

N/  A 

Conclusions:  None  of  the  steroids  measured  had  any  advantage  in  the  rate  of  eni: 
into  the  CNF, 


Publications  or  Abstracts,  FY-80:  None 


Date: 

! Protocol  No:  139  3 

(  Final 

Title  of  Project: 

T3  Receptors  in  Normal  and  Fasting  Rats 

Starting  Date :  1-78 

(Estimated  Completion  Date: 

8-81 

Principal  Investigator: 

Kenneth  D.  Burman,  LTC,  MC 

Associate  Investigators: 


- 


Facility: 


WRAMC 


Dept/Svc  Dept  of  Med/ Endocrine 


Key  Words: 


T3  r.eceDtor/Fast.ing 


Accumulative  MEDCASE 
Cost:  _ ' 


Accumulative  Contract 
Cost:  _ 


Acciunulative  Supply 
Cost: 


FY-80  MEDCASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 


To  measure  T3  receptors  in  rat  liver. during  fasting, 


Technical  Approach: 

Isolate  T3  recept*  ~  in  fed  and  fasting  rat 


Progress  during  FY-SO: 

We  are  in  the  process  of  determining  why  T3 
receptors  decrease  in  fasting. 

Number  of  subjects  to  be  studied  before  completion  of  study: _ ra  t  s 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 
none 

Conclusions: 

T 3  receptors  decrease  during  fasting 


Publications  or  Abstracts,  FY-SO: 


none 


Work  unit  no. :  1393 
Funding  requirements:  FY-81: 

Personnel:  Luke 3,  Burman 
Supplies:  $2,000 


Date: 

(Protocol  No:  139  5 

Status:  Interim  x 

Final 

Title  o£  Project:. 

T4  to  T3  Conversion:  Effect  of  Modulation  of  Glucose  Metabolism 

[Estimated  Completion  Date: _ 8_1 _ 


Starting  Date: 


IT 


Principal  Investigator:  Kenneth  D.  Burman,  LTC,  MC 


Associate  Investigators: 


Facility: 


WRAMC 


Dept/Svc 


Dept  of  Med/Endocrin 


Key  Words:  •  Glucose  /!• 

j  conversion 

Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 
Cost: 

'  '  1 

Accumulative  Supply 
Cost: 

FY-80  MEDCASE  Cost: 

- - 1 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  study  the  mechanism  by  which  glucose  increases 
T4  to  T3  conversion  in  rat  liver. 


Technical  Approach: 

Hepatic  isolation  and  quantitation  of  T4  conversion. 


Progress  during  FY-80: 

Have  shown  that  sulfhydyl  groups  and  glucose  increase 

enzyme  activity 


Number  of  subjects  to  be  studied  before  completion  of  study:  r 

Serious/unexpected  side  greets  in  subjects  participating  in  project: 


Conclusions:  Glucose  enhances  T4  and  T3  conversion 


Publications  or  Abstracts,  FY-SO:  None 


Work  unit  no. : 


1395 


Funds  utilized,  FY-80; 

Funding  requirements. 

FY-81: 

Personnel: 

Yvonne  Lukes,  Kenneth  D,  Burman 

Equipment: 

Supplies: 

$3,000 

Travel: 

400 

Other: 


t 


Date: 

1  Protocol  No :  1  ^  y  6 

Status:  Interim  x 

Final 

Title  of  Project: 


T,  to  T.  Conversion:  Effect  of  Somatostatin  Administration 

4  3 


Starting  Date :  '  b 

{Estimated  Completion  Date:  SI 

Principal  Investigator: 

Kenneth  D . 

Burman , 

LTC ,  MC 

Associate  Investigators: 

Facility: 

WRAMC 

! 

De.pt/Svc 

Dept  of  Med/Endocrine- 

! 

Key  Words:  Suraalostat ion/14  conversion 


Accumulative  MEDCASE  Accumulative  Contract 

Cost:  _ _  Cost: _ _ 


Accumulative  Supply 
Cost: _ 


FY-SO  MED  CASE  Cost: 


Periodic  Review  pLesults: 


(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  if  somatostation  alter  T4  conversion 

and  T3  receptors  and  also  to  determine  if  s ona t o s t a t i o n  receptors  are 
altered  by  thyroid  hormone  levels. 


Technical  Approach: 

Somatostatin  receptor  in  thyroid  and  pituitary  gland, 
somatostatin  RIA,’  T3/T4  receptors 


Progress  during  FY-30: 

Have  developed  assay  for  measuring  somatostatin  recepto 
in  thyroid  and  pituitary  gland . _ 

Number  of  subjects  to  be  studied  before  completion  of  study:  rats _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Thyroid  hormone  probably  alters  somatostatin  receptor 

levels 


Publications  or  Abstracts,  FY-SO: 


None 


Work  unit  no. : 


1336 


Funds  utilized,  FY-SO:  $1,  554.  94 
Funding  requirements,  FY-81: 

t 

Personnel:  Yvonne  Lukes 

Equipment: 

Supplies;  $2,000 

Travel:  400 


Other: 


1,000 


Date: 


Protocol  No:  13  9  7 


Status:  Interim  x 


Final 


Title  of  Project:  - 

The  effect  of  Various  Metabolic  Conditions  on  T3  Receptors  in 
Circulating  Mononuclear  Cells. 


Starting:  Date: 


stimated  Completion  Date :  8  2 


Principal  Investigator:  Kenneth.  D.  Burman,  LTC ,  MC 


Associate  Investigators: 

I..  Wartofsky,  COL 
Keith  Latham 


Facility: 


WRAMC 


Dept/Svc  Dept  of  Med/Endocrin 


KeyWords:  T3 


receptors 


Accumulative  MEDCASE 


FY-80  MEDCASE  Co 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Pm  view  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  Measure  T3  receptors  in  various  illnesses  and 

quantitate  and  correlate  T3  receptor  activity. 


Technical  Approach: 

Set  up  T3  receptor  assay  and  set  up  acetylase  enzyme 

activity. 


Progress  during  FY-80: 

Develop  acetvlase  activity 


Number  of  subjects  to  be  studied  before  comnletion  of  studv:  3  0 


Serious/unexpected  side  effects  in  subjects  participating  in  project: 
None 


Conclusions.  T3  probablv  regulates  acetylase  activim 


Publications  or  Abstracts,  FY-SO: 


Burnan,  et  al  JCEM  51:106.80 

Maxon,  Prenach andra  NF.JM,  May  2  9  l0  8  0 


-t  :  "7 


Work  unit  no.:  13S7 

Funds  utilized,  FY-80: 

Funding  requirements,  FY-81: 

Personnel:  Djuh,  Latham,  and  Bur  man 

Equipment: 

Supplies:  $5,000 

Travel ; 


Other: 


» 

t 

iifi  wpvb'i  i '  1 1  i  rwwi 

j  Protocol  No: 

Status:  Interim 

Title  of  Project:  Studies  on  trie  pauioyencsrs  or  nypu<_c:iuw.j.c; 

in  tumors  associated  with  osteoblastic  rretastases 

Stnrtina"  Date:  dune  1978 

Estimated  Comoletion  Date:  30  Sep  1982 

,  T  j.  .  Robert  C.  Smallridge,  LTC,  MC 

Principal  Investigator:  H>  L±nton  Wray<  LTC<  MC 

Associate  Investigators: 
Marcus  Schaaf,  M.D. 

Facility:  WRAMC 

John  Horton,  M.D. 

Richard  C.  Dimcnd,  LTC,  MC 

- 

Dept/Svc  Kyle  Metabolic  Unit 

[ 

Key  Words:  Hypocalcemia,  , 

osteoblasts. 

cancer 

Accumulative  MEDCASE 
Cost:  >:°ne 

Accumulative  Contract 
Cost:  Nor-e 

Accumulative  Supply 
Cost:  $2,900 

FY-SO  MED  CASE  Cost: 


None 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  whether  the  hypocalcemia  seer,  in  sane  patients  with 
osteoblastic  metastases  is  due  to  hypcparathyroid,  secondary  hyperparathyroidism, 
an  abnormality  in  vitamin  D  metabolism,  or  an  unidentified  humoral  substance  with 
osteoblastic  activity. 


Technical  Approach: 

(1)  24  hour  urines  for  calcium.,  phosphate,  creatinine 

(2)  Serum  for  Ca,  PC4,  Mg,  alkaline  phosphatase,  parathyroid,  vitamin  D  metaboli 

(3)  Calcium  and  parathormone  infusions 

(4)  Bone  marrow  biopsies  for  tissue  culture  to  test  in  vitro  the  cells'  ability 
to  incorporate  ri-proline  into  collagen. 

Progress  during  FY-80:  Vitamin  D  metabolite  assays  are  ..early  ready  to  util.,  .-e. 
The  results  of  our  first  patient  have  been  reported,  on  the  article  accepted  for 
publication. 

Number  of  subjects  to  he  studied  before  completion  of  stuc.v:  8 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  N-one 


Conclusions:  Def  erred 


Acer  J  Med  (ir.  press) 


Publications  or  Abstracts,  r  Y-30: 


Work  unit  no. :  1398 


Funds  utilized,  FY-80:  $2,255  (2600) 

Funding  requirements,  FY-81: 

Personnel:  Delbert  Dawson  GS-11 

.  Gerald  M.  Sheldon  SP-8 

Equipment:  Automated  RIA  System  (FY-Sl  MEDCASE) 

Supplies:  $2,500 

Travel:  500 


Other: 


1,000 


Date:  10  Oct  1980 


I  Protocol  No:  139' 


Status:  Interim 


L 


Title  of  Project:  assessment  of  parathyroid  hormone  (FTH) 

levels  in  normal  subjects  and  in  patients  with 
disorders  of  calcium  metabolism. 


Starting  Date:  May  1978 


[Estimat--d  Completion  Date:  m  c tcpo 


Principal  Investigator :  Ecfcert  C.  Smallridge,  LTC,  MC 
_ _ _ H.  Linton  Wray.  ITT  MC - 


Associate  Investigators: 

Marcus  Schaaf,  M.D. 

Richard  C.  Dimond,  LTC,  MC 


Facility:  NRPMC 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words: 


Parathormone 


Accumulative  MED  CASE 

Accumulative  Contract 

Accumulative  Supply 

Cost:  None 

|  Cost  I 

I 

Cost:  $:.?00 

_  _ 

FY-SO  MEDCASE  Cost: 

None  ! 

Periodic  Review  Results: 

j 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  establish  the  ranges  of  serum  PTH  levels  in  normal  subjects 
end  patients  with:  metabolic  disorders. 


Technical  Approach:  Venipuncture  for  blood  samples  to  measure  PTK  levels. 


Progress  during  FY-SO:  Although  we  have  a  research  qualJ  ty  PTH  antiserum.,  me 
shortage  of  laboratory  personnel  has  prevented  the  development  of  this  important 
radioimmunoassay  to  date. 


Number  of  subiects  to  be  studied  before  completion  of  study :  inn 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions:  Deferred 

Publications  or  Abstracts,  FY-SO:  None  expected.  Reference  ranges  being  established. 


Work  unit  no. :  13 9& 

Funds  utilized,  FY-80:  $i,  129  (2600) 

Funding  requirements,  FY-81: 

Personnel:  Vincent  M.  Butler,  GS-09 

Equipment: 

Supplies:  $2,500 

Travel:  $500 


Other; 


$1,500 


Date: 

1  Protocol  No:  1  300-  78 

Status:  Interim  X 

Title  ox  Project: 

The  Development  of 

Final 

a  Radioimmunoassay  of  "riiodothyronine 

Starting  Date:  1 8 

81 

Principal  Investigator: 

Kenneth  D.  Burman,  LTC,  M C 

Associate  Investigators: 
L.  Warcofsky,  COL 

RC  Smallriclge,  LTC 


Facility: 


WRAMC 


Dept/Svc  Dept  of  Med/Er.docrine 


Key  Words: 


Radioimmunoassay 


Accumulative  ME JD  CASE 
Cost:  _ ' 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


FY-  CO  MEDCASE  £oal:' 


Periodic  Review  Results 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  develop  radioimmunoassay  for  thyroid  hormones 


Technical  Approach: 

Conjugate  and  inject  rabbits  and  then  bleed 
occasionally  and  check  for  antibodies 


Progress  during  FY-80: 

Antibody  developed  for  3  ,  i>  T  2 


Number  of  subjects  to  be  studied  before  completion  of  study:  rabbits 

Serious/unfexoected  side  effects  in  subjects  participating  in  project: 
None 

Conclusions:  _ _ _ 

None  yet 

Publications  or  Abstracts,  FY-SO: 


fangaro,  .LP,  Burman,KD,  et  al  JCEM  50:1  30,  1980 


Work  unit  no. :  1300-73 

Funds  utilized,  FY-80: 

Funding  requirements,  FY-Sl: 

l 

Personnel:  Burman 

Equipment: 

Supplies:  $2,000 

Travel: 


Other: 


Date:  15  October  1980 

!  Protocol  No!  301  73 

| Status: 

Interim  x 

Title  of  Project:  The  Effect 

of  ^_Testolactone  (Teslac)  on  3- 

i 

Final 

alpha  Reductase  in  Rats. 

Starting  Date:  24  Jan  78 

Estimated  Completion  Date: 

30  Sept 

81 

Principal  Investigator: 

Robert  A.  Vigersky,  M.D.  MAJ  MC 

Associate  Investigators: 


Facility:  WRAMC 


Dept/Svc  Metabolic  Unit 


KeyWords:  Teslac;  Receptors;  5-aopha  Reductase. 


Accumulative  MEDCASE 
Cost:  0 

Accumulative  Contract 
Cost:  0 

Accumulative  Supply 

1  Cost:  «94.40 

FY-SO  MEDCASE  Cost:  0  1 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

1 


study  objective:  To  determine  whether  or  not  the  anti-androgenic  activity  of 
Teslac  in  vivo  is  due  to  its  ability  to  interact  with  the  enzyme  that  converts 
testosterone  to  dihydrotestosteror.e. 


Technical  Approach:  Me- -.uremcnt  of  dibydiu-.  ...ost crone  level.';  <.r,  blood  o...  a; net 
from  immature  castrate  rats  given  either  testosterone  alone  or  testosterone  pint 
Teslac.  Also,  measurement  of  the  in  vitro  ability  of  Teslac  to  prevent  the 
conversion  of  testosterone  to  dihydrotestosterone  by  rat  propstate  cytosol. 


Progress  during  FY-SO:  It  would  appear  that  Ttslac  does  not  have  any  ant.! 
activity  and  that  its  anti-androgenic  effect  is  via  its  ability  to  interact  witu 
the  androgen  receptor 


Number  of  subjects  to  ba  studied  before  completion  of  study, _ ~ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  N/A 


Conclusions: Teslac  is  an  anti-androgen  as  well  as  inhibiting  estrogen  activity 
via  anti-receptor  activity.  Further  studies  are  in  progress  to  characterize 
Teslac  * s  ability  to  interact  with  the  estrogen  receptor. 

Publications  or  Abstracts,  FY-SO:  Vigersky,  R.A. ,  Mozingo,  D.,  Eil,  F..  l'uroiij!  ,  V 
and  Sruton,  J.,  "Anti-androgenic  Properties  of  Delta-l-Testolactone  (Teslac)  ,  ’End 


Date:  Is  UcLOUer  ivou 


I  Protocol  No:  1303-78 


Status:  Interim  X 


Title  of  Project:  Studies  or.  the  Alterations  in  Drug  Metabolism 
in  Hyperthyroidism. 


Final 


Starting  Date:  Mrr  7R 


Estimated  Completion  Date:  30  Sept  81 


Principal  Investigator: 


Robert  A.  Vigersky,  M.D.  MAJ  MC 


Associate  Investigators: 

Facility:  WRAMC 

Dept/Svc  Kyle  Metabolic  Unit 

KeyWords:  Hyperthyroidism;  Methimazole ,  Dexaraethasone 


Accumulative  MED  CASE 
Cost:  0 


Accumulative  Contract  1 
Cost:  0 


FY-80  MEDCASE  Cost: 


Accumulative  Supply 
Cost:  0 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Stucy  Objective:  To  determine  if  changes  in  metabolism  of  drugs  used  to  treat 
hyperthyroidism  are  due  to  the  elevated  thyroxine  levels,  themselves,  or  mediated 
th  rough  beta-adrenergic  effects. 


Technical  Approach:  The  half  lives  and  plasma  Levels  of  dexamethasone  and 
methimazole  will  be  measured  after  intravenous  injection  while  the  patients  are 
hyperthyroid  and  after  treatment  with  beta-adrenergic  blockade.  They  will  be 
studied  again  after  being  rendered  euthyroid  by  the  appropriate  therapy  as 
clinically  indicated. 


Progress  during  FY-80:  No  patients  w<~  to  accrued  into  this  protocol  during 
FY-80  due  to  the  departure  of  the  participating  Fellow. 


Number  of  subjects  to  he  studied  before  completion  of  study;  10 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

Hone 

Conclusions:  The  blood  awaits  analysis  and  therefore  results  are  currently 
unavailable . 


Publications  or  Abstracts,  FY-SO: 


None 


1303-78 


d.  FY-oO : 


rejnsnts,  tTY-b  }  ;  $3000 
:  None  ' 


$3000 


Date: 

1  Protocol  No:  1304-78 

Status:  Interim 

Title  of  Project 

1 

:  Radioactive  assessment  of  cardiac  function 
in  patients  with  acrcregaly 

Starting  Date: 

July  1978  [Estimated  Comoletion  bare: 

18  months 

Principal  Investigator:  Robert  C.  Smallridge,  LTC,  MC 

1 

Associate  Investigators: 
Marcus  Schaaf,  M.D. 
Mitchell  Mutter 
Vfc.  Oetgen 

Douglas  van  Nostrand 


Facility:  V.’RAMC 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words: 


Acrar.egal  y/cordiac  function 


Accumulative  MEDCASE 
Coat: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


FY-SO  MEDCASE  Cost: 


Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  whether  acromegalic  patients  may  have  impaired 

left  ventricular  (LV)  function 


Technical  Approach: 
scans,  this  procedure 
serum  albumin 


LV  function  studies  using 
involves  the  injection  of 


^ultxplegated  acquisition  (MU 
^rechnetium  labeler]  human 


GA) 


Progress  during  FY-SO:  An  additional  15  patients  have  been  studied  (total  of 
38) .  The  data  are  being  ccmpi led  new  for  a  manuscript. 


Number  of  subjects  to  be  s fuelled  before  completion  of  study;  Open  er.cec  -  all  new  acrcmec 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions:  Many  acromegalic  patients  have  abnormal  LV  function,  despite 

successful  therapy  for  their  acromegaly. 

Publications  or  Abstracts,  FY-30:  Clinical  Research  28:  198A,  1980 


1  *  t 


v.'srk  Unit  No; 


1304-78 

FY-80: 


ojrds  Utilized, 
rm-dirg  Recuire-.er.ts,  F^-Sl 

Personnel:  $500.00  (McAnally,  Kuffler,  Bruton,  Martin) 

EguiPT.ent:  None 

Supplies:  $400.00 

Travel:  $500.00 

Other:  Reprints  $300.00 


I 

I 


Date: 

I  Protocol  No:  1305-78 

Status:  Interim 

R'SXK 

line  ox  rrojecc:  Breast  carcincma  and  thyroid  hormone  receptors 

Starting  Date:  julv  1978 

[Estimated  Comnletion  Date: 

1  vr 

Principal  Investigator:  Robert 

C.  Smallridge,  LTC,  MC 

1 

Associate  Investigators:  Facility: 

Keith  Latham,  Ph.  D.  _ 


Dept/Svc 


Key  Words: 


Thyroid  hormone/  breast  cancel 


Accumulative  MSDCASE 
Cost: _ 

FY-SO  MEDCASE  Cost: 


Accumulative  Contract  I  Accumulative  Supply 

Cost:  _  I  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  whether  thyroid  hormone  receptors  can  be  identified 
in  human  breast  carcinoma. 


To chnical  Approach:  £>oast  tViIT!0r  j,s  frozen  in  liquid  nitrov 
a  receptor  binding  assay  (Lathan  et  al .  J  Biol  Ch.srn  251:  7388 


and  processed  in 
1971)  . 


Progress  during  FY-SO:  phe  data  fran  our-  preliminary  study  vas  published  in  an 
abstract.  Ccrpleticn  of  the  study  is  dependent  upon  sane  parallel  work  being 
done  in  a  tumor  bearing  strain  of  mice. 

Number  of  subjects  to  be  studied  before  completion  of  study: _ None  planned _ 

Serious/imexpected  side  effects  in  subjects  participating  in  project:  \;one 


Conclusions.  Thyroid  hormcr.e  receptors  exists  in  human  breast  cancer, 
significance  is  unknown. 

Clinical  Research  28:  421A,  1980. 


Publications  or  Abstracts,  FY-SO: 


1305-78 

ilizec,  FY-80: 

Recuirerrents .  FY-S1 : 

r sorrel:  •  $500,00  (McAnally,  Kuf  filer,  Bruton,  Martin) 
Ecruinr’.ent :  None 

Supplies.:  $400.00 

Travel:  $500.00 


Other: 


Reprints  $300.00 


Work  unit  no. :  1307-78 

Funds  utilized,  FY-SO: 

Funding  requirements,  FY-81: 

Personnel:  Bur  man 

Equipment: 

Supplies;  $2,500 
Travel; 


Other: 


Date:  22  Oct  80 

I  Protocol  No:  1300-79 

Status:  Interim 

Title  of  Project:  Measurement 

i  yJSxcak 

of  Iodothyronines  by  HPLC 

Starting  Date:  18  Auo  30 

Estimated  ComnletLon  Date: 

IS  ::in  0  9 _ 

Principal  Investigator:  Kenneth  D.  Burman,  LTC,  MC 


Associate  Investigators: 

Rudolph  Bongiovanni,  CPT,  MC 

Facility: 

WRAMC 

Dept/Svc 

Kyle  Metabolic  Tnit 

[ 

Key  Words: 


HPLC 


Accumulative  MEDCASE 

Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

_ i 

FY-80  MED CASE  Cost: 

Periodic  P.e 

view  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  measure  iodothyronines  by  HPLC 


Technical  Approach: 


Use  of  HCLP 


Progress  during  FY-30: 


We  can  accurately  measure  T.  and  T- 

4  j 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 

Serious/ unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 


Publications  or  Abstracts,  FY-30: 


none 


Work  unit  no. : 


1300-79 


Funds  utilized,  FY-80:  $2,  883.  80 

Funding  requirements,  FY-81: 

i 

Personnel:  Bongiovanni 

Equipment: 

Supplies:  $4, 000 

Travel:  000 


Other: 


000 


Date:  23  Oct  80 


IProtocol  No:  1301-79 


Status: 


Title  of  Project:  Effect  of  various  metabolic  conditions 
and  receptors  on  circulatory  cells. 


Interim 

XK&H. 


Starting  Date:  l  Jar.  79 

Estimated  Comoletien  Date: 

1  Jar,  82 

Principal  Investigator: 

Kenneth  D.  Bunran,  LTC,  MC 

Associate  Investigators: 

Yin-Ying  Djuh,  GS-11 

Facility: 

IvRPMC 

Leonard  Wartofsky,  COL,  MC 

) 

Dept/Svc 

Kyle  Metabolic  Unit 

1 

Key  Words :  t^/  receptors 


Accumulative  MED  CASE 
Cost: _ 


Accumulative  Contract  Accumulative  Supply 

Cost: _  _  Cost: 


FY-80  I'.IEDCASE  Cost: 


Periodic  Review  Results:, 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  quantitate  receptors  and  ocetylase  activity  in  white  cells 


Technical  Appro ~  ?h: 


125, 


binding  to  whi_.  cells. 


Progress  during  FY-80:  Have  determined  that  T,  and  receptors  increas  in 

fasting. 


Number  of  subjects  to  be  studied  before  completion  of  study:  about  12 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 


Publications  or  Abstracts,  FY-SO:  none 


r 


T 


Work  unit  no.:  1301-79 

Funds  utilized,  FY-80: 

Funding  requirements,  FY-81: 

Personnel:  Wartofsky,  Buxman,  Djuh,  GS-11 

Equipment: 

Supplies;  <54,  500 

Travel:  500 

Oth 


.er 


Date:  T5  October  1980 _ (Protocol  No:  1302-79 


Status:  Interim  * 


Title  of  -Proj^^j-evenCion  of  Gonadal  Damage  in  Men  Treatec 


Final 


with  Cohbination  Chemotherapy  for  Hodgkin's  Disease  and 
Histiocytic  Lymnhomas. 


Starting  Date:  7  Nov  1978 


Estimated  Comoletion  Date:  S(J  Sept  6J 


Principal  Investigator:  Robert  A.  Vigersky,  M.D.  MAJ  MC 


Associate  Investigators: 

Ramona  Chapman,  M.D.  MAJ  MC 

Jeffrey  Berenberg,  M.D.  LTC  MC 

Facility: 

WRAMC 

Dept/Svc 

Kyle  Metabolic  Unit 

Key IV ords .  Azosparnia;  uod^ki'  s  chemotherapy.- 


Accumulative  MEDf'.-VSE  I  Accumulative  Contract  Accumulative  Supply 

Coat: _ 0 _  j  Cost:  $4000 _ Cost:  0 


FY-80  MEDCASE  Cost: _ o 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 

Azospermia  is  an  inevitable  outcome  in  men  treated  with  chemotherapy 
for  Hodgkin's  disease  and  other  malignancies.  Decreased  libido,  potency  and 
diminished  ability  of  the  Leydig  cell  to  secrete  testosterone  are  also  side  effects 
of  the  therapy.  The  aim  of  this  study  is  to  protect  these  men  from  the  ravages  of 
the  chemotherapy  by  the  pre-treatment  suppression  of  their  pituitary-gonadal  axis 


with  high  dose  testosterone.  •  . 

Technical  Approach:  Seminiferous  tubular  and  Leydig  cell  function  air-,  ar-.onr.sed 

bet  -/e  and  after  treatment  with  chemotherapy.  -:ifore  beginning  the  therapy, 
the  patients  are  randomized  into  a  control  or  treatment  arm  of  the  protocol.  The  lau 
receive '  testosterone  enanthate  200  mg  i.m.  weekly  beginning  1-2  week  before  cuemo- 
therapy  is  begun  and  continuing  throughout  the  duration  of  their  therapy.  Follow-up 
evaluation  is  performed  at  6  month  intervals. 


Progress  during  FY-SO:  6  men  have  been  entered  into  the  protocol;  Leydig  cell 

and  seminiferous  tubule  function  have  been  assessed  in  these  plus  an  additional 
4  men  who  refused  participation. 


Number  of  subiscts  to  be  studied  before  completion  of  study:  30 _ 

Serious/une.xpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions:  Men  with"' Hodgkin '  s  disea'se  have,  m  some  Ca=.cS,  "pretT errtrreirt: 
abnormalities  of  seminiferous  tubular  and  Leydig  cell  function. 


Publications  or  Abstracts,  FY-80: 


Hone 


DATE:  30  Sepce-r.be~1980  'TpROIOCOL  NO:  1302-79  _ _ I  STATUS:  Interim _ 

TITLE  OF  PROJECT:  WjRAMC  #  7810  L _ !Li_rl£i - 

Prevention  of  Monacal  Dar.ace  in  Man  Treated  with  Combination 
Chemotherapy/dadiotherapy  for  Hodgkin ’ s  Disease  and  kon-Hodgkin ' s 


START  INC '  *D  AT  E :  rU79  •  I  ESTIMATE!)  COMP  I.KT  I  ( :N  DATE  :  1933 


PRINCIPAL  IN'VESTICATOR:  K*  nPraan  _ ___ _ 


FACILITY :  Walter  Reed  Array  Medical 
Center  _ 


SERVICE:  Heraatology-Oncology 

Denar tment  of  Medicine 


SSOCIATE  INVESTIGATORS: 

.  Vi^ersky 
J.  Berenberg 


KEY  CORDS: 


ACCUHULAT IVE  MEDCASE 
COST:  . _ 


FY-80  MEDCASE  COST: 


ACCUMULATIVE  CONTRACT 
COST: 


ACCUMULATIVE  SUPPLY 
COST :  _ _ _ 


PERIODIC  REVIEW  RESULTS 


STUDY  OBJECTIVE: 

To  ascertain  if  testosterone  administered  during 
chemothers py  will  proteact  germ  cells  from  total  extinction 
in  men  with  lymphoma 


TECHNICAL  APPROACH:  Men  are  tested  for  fertility  status  and  then 
randomized  to  receive  either  no  hormone  therapy  or  testosterone 
enar.thate  weekly- until  one  month  :  after  the  end  of  chemotherapy 
Post-therapy,  men  arc  re-evaluated  for  fertility  status  up  to 
2  years  later. 


PROGRESS  DURING  FY-SO:  15  rnen  have  been  evaluated  with  Ho 
Disease  and  four  of  these  will  -not  be  followed  after 
Kara  use  t:  aociJL;:  "1  fas.  Lr.er  foil-.-*  up  (  ■  or  :U.'.:c 

vasectomy  [•).  Four  patients  have  been  pj^ced  on  the 
non-Hodgkin ’ s  lymphoma  arm  of  the  study. 


th  Hodgkin's 


.hera'-p 


TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY: 


SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 


CONCLUSIONS :  it  is  too  early  to  reach  conclusions, 

o-mar  of  abstract  submitted  to  A3  CM  for  1031. 


See  attached 


PU3LICAT IONS  ’  ATS 7 PACTS  ,*  FY-80  : 


Abstract  submitted  for  rubli  cation. 


1 


./or k  unit  tio.;  1302-79 


runcis  utilized.  FY-oO:  $4000 
funding  Keoulrenients .  FY-Ll:  10,800 


Personnel :  None 


Eau lenient:  None 


Supplies :  $1000 


i ravei : 


Other:  (  2572)  $9000.;  (2400)  $300 


Data  : 


I  Protocol  No:  1 704  •? 


Status:  Inter ira 


Starting  Date: 


stimated  Comnletion  uate:  September  1981 


Principal  Investigator:  Prentice  There sen,  LTC,  MC 


Associate  Investigators: 
Kenneth  D.  Burman,  LTC,  NC 
Leonard  Vtectofsky,  GOL,  t-C 
Michael  W„  Potter,  MAJ,  MC 
Frances  D.  Wright,  GS-11 


KeyWords: 


Facility:  KRAMC 


Dept/Svc  Kyle  Metabolic  Unit 


Accumulative  MED  CASE 
Cost: _ _ 


FY-80  MED  CAS  5  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results 
(to  be  filled  in  by  DCI) 


'"Study  Objective:  To  determine  what  role  the  CSF  plays  in  the  transport  of  thyroid 
hormones  into  ttie  central  nervous  system  (CMS),  and  what  role  thyroid  hormones  in 
the  CN3  might  play  in  various  disease  states. 


Technical  Approach:  CSF  of  patients  undergoing  lumber  puncture  for  various 

disease  states  (such  as  herniated  disc-  disease,  pituitary  tumor,  or  rer.ir.gitis) 
will  be  studied,  One  to  two  ml  of  CSS’  beyond  that  required  for  routine  CSF 
analysis  4.  U  Ixj  cbt<iia«.u  •  for-  oC  T  V  r  end  cb.  .  t  ^  ^  . 


Progress  during  FY-SO:  Preliminary  results  obtained  and  rr  cript  suhrru.tte.-d 
for  publication  26  Sept  80. 


Number  of  subjects  to  be  studied  before  comoletton  of  study: 


Serious/ur.expected  side  effects  in.  subjects  participating  in  project: 


Conclusions: 


Publications  or  Abstracts,  FY-80:  Submitted  for  publication  2c  Sept  1980 


4/0 

VL 


Date: 

IProtocol  No:  1305-79 

inm 

Title  ot  Project: 

Thyroid  function  in  liver  disease 

i  Final 

Starting  Date: 

Estimated  Comnletion  Date: 

Terminated 

Accumulative  l.IS  D  CASE 

|  Accumulative  Contract 

Accumulative  Supply 

Cost:  bone 

Cost:  Nor-e 

! 

Cost;  None 

L  .  J 

FY-SO  MFDCASE  Co.it:  None 

Periodic  .Pe 

view  Desalts: 

I  (to  be  filled  in  by  DCJ) 

•Study  Objective :  To  determine,  whether  alterations  in  binding  proteins  for  serum 
hormones  are  responsible  for  the  abnormalities  in  thyroid  hormone  rretaboLism 
observed  in  patients  with  various  liver  diseases. 


Principal  Investigator:  Preatice  Thompson,  LTC,  NIC 


Associate  Investigators: 

Kenneth  D.  Birman,  LTC,  MC 

Facility: 

WRAMC 

Lawrence  1\.  Johnson,  COL,  MC 

Robert  C.  Ittal  bridge,  LTC,  MC 

Leonard  'War  tot  sly,  CCL,  MC 

Dapt/Svc 

Kyle  Metabolic  Unit 

Key  Words: 


Technics;:  Approach;  Ton  patients  each  will  t)e  studied  with  (a)  acute  hepatitis 
(acute  and  during  ccnvalerscer.ee) ;  (b)  chronic  active  hepatitis  (before  and  after 
steroid  th.era.py) ;  and  (c)  primary  biliary  cirrhosis.  Measurements  vail  be  obtains 
in  a  baseline  state  and  at  intervals  during  follow-up  for  neasurerrer.c  of  Tl-  T2, 
Tl,  rTg,  ecu;:  "'.-d,  •mi,  Cl-G,  TV-FIG,  and  ITT.  Tumain.ing  serve:  will.  be  ctnrr.d  frr/- •. 
at  -40  p.ndir.g  evaluation  of  the  latter  results  for  consideration  of  potential 
cf  cortisol,  estrogen,  and  testosterone  as  well.  TRH  stimulation  tests  will  be  pe 
Progress  during  FY-SO:  formed  with  measurement  of  TSH  and  prolactin  responses 

Due  to  the  ur.avai lability  of  the  type  of  patients  required,  we  have  terminated  i:h 
project  -  parts  cf  which  will  be  incorporated  into  protocol  # 


Number  of  subjects  to  he  studied  t>efore  completion  of  studv:  None _ 

Serious/unexpected  side  effects  in  subjects  p;irticipating  in  project:  j,jone 


Conclusions: 


Publications  or  Abstracts,  FY-SO:  none 


f 


Dale:  10  i-.r  80 


llhrolocol  K'»: 


i'.ij  Oi.  PrO;ii;.:  Etrecc  of  H  i-!i  Dose  Dex.^cthasoiie  on 
Subhuman  Primates 


Status:  Interim  x 


Fi  n  til 


stinvoiod  Coimoletion.  Da 


Principal  lavish! vacor:  jra  Mahlman,  LTC  MC 


FaciAcy:  UKAMC  WRA£R  and  ijSUHS 


Aysociatfe  Xnvistigatoi'S: 

R.  Smailridge,  ii.  V/illiams,  P.  Perorra 
M.  Schaaf,  V.  Arnbrustmacher 


Dapt/Svc  Had i c ine /Endoc 


Key  vi  or ds 


Accuraulutiv . ;  J\  If.  a'  C  AS 
Cost: _ 

FY-SO  A  Lid  DC! 


Accumulative  Cor 
Cost: 


Accumulative  Supply 


Periodic  Rerisw  E.esult; 
(to  be  filled  }.a  by  DCI) 


Study  Objective:  3 - ■  ■  ct y  effects  of  daxa.nethasone  on  thyroid  hormone  metabolism, 
pancreatic  pathophysiology,  hematologic  changes,  «.r.*i  muscle  patholc.?”  in 
subhuman  primate*:  1  rhesus  monkeys ' 


1 3  conical  App?  cAert:  5  ;onf.  co  l  and  h  treated  animals  observed  over  i  ?  j  i.iysanc 
then  sacrif  :»-l  Pri”  ohserv  vj  mil.;  tplo  blood  c  ud  ir,  a:,  i  tis  j-u:  . 


jhro^T3SS  r  i~c»0;  Muscles  {  lyp-e  l  and  Ll  ■  f  ibers  compared  lot  r  c I  irniai 

of  ;;hat  appears  to  he  a  difference  in  atrophy  greater  in  Je>:  treated.  The  eh< 
are  greatest  a&senrin;;  ui  animals  most  Cushinoo :  i . 


c-rrmnletlicnt  oC  shuly :  t issue  collect 


Et'scts  in  subj acts  parti cipat Lug  in  project:  specimens  to  b 
pancreas. 


Coaolusicr-s:  1.lvr,%i;|  _Cl.,. 

iier. 

-  r>c»s.:L  ar: 

i  TRH  responsive  T."H  no  t  c  ha -0  -!  from  or, nr.ro 

definite  Type  Ii  atrophy 

to  dexa.T.enh 

i.ione  -  tudieo  pending  pancreatic  changer. 

observed  present  studies 

per 

d  i  ng 

.Pub’icutiom  or  Abstract;'}, 

F' 

.-SO: 

ubstrocls 

Proto,-..’  1107-79 


1.  Mu?’  le  itudies  are  ongoing  —  particularly  tr.e  tine  'onsuim’ng  aspects  of 
evaluating  ratio  type  1 1 / 1  atrophy  which  has  been  definitely  observed. 
Studies  by  self  and  Griffiths  and  A:  ,.b*  iStraeCher . 

I.  Hematologic  changes  significant  and  currently  evai. 
by  >-• niter  u.i  -is  -  i.e.  facto.-  H  antigen. 

[ .  Pan  . c a t i  •  -  change.-  noted,  awn:  ting  slides  -.nd  collaboration  with  Dr. 
Powers  now  it  Letterman. 


Date:  10  Sop!  S 


Title  of  Project:  Stress- indue 
cadets 


I  Protocol  No:  1  303-79 


S'ctus;  Ji  Korin  >' 


Fi  ml 


Starting;  D: 


Principal  Investigator:  Allan  R  cia,..  md  MAJ  MC 


Associate  Investigators: 
Leigh  Wheeler  MD  LTC  MC 
Thomas  Klein  MD  LTC  MC 


Key  Words: 
stress,  amenorrhea 


Accumulative  NLEDCASP. 
Cost: _ 0 _ 


FY-80  LIEDCA8C  Cost: 


Study  Objective: 


Facility:  WRAMC  /  West  Point 


Dept/Svc  Kyle  Metabolic  Unit/  Ob  Gyn 


Accumulative  Contract 
Cost:  0 


Accumulative  Supply 
Cost:  0 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


To  determine  the  etiology  of  amenorrhea  in  coma  Le  military  cadets 


Technical  Approach: 

Measurements  of  pituitary  and  gonadal  hormones  in  amnorrheic  military  cadets 
and  comparison  with  non-amenorrheie  control  group. 


i: :  ;  ;:  x— :  ‘ 


to  obtn  in  permission  hospital  comma  ,der  .u.  West  faint  co  oegin  -.tuny. 


ntudiad  .,-iore  cor 


Serious/ unexpected  side  effects  in  subjee 


c  -letiou  of  stuclr:  30 


Work  unit  no. :  1303-79 

Fluids  utilized,  FY-80: 
Funding  requirements,  FY-81 

i 

Personnel: 

Equipment: 

Supplies:  $1,000 
Travel: 


Other:  $3, 000 


Status:  Interim  x 
Final 


Date:  15  Oct  19S0 


Protocol  No:  1309  79 


iitle  of  Project:  The  Anti-Estrogenic  Effects  of  ^  -Testo 


Starting  Date:  24  April  79  {Estimated  Com oletion  juate:  30  Sept  81 


Principal  Investigator:  Robert  A.  Vigersky,  M.D.  MAJ  MC 


Associate  Investigators: 


Facility:  WRAMC 


Dept/Svc  Kylft  Metabolic  Unit 


Key  Wore!:’.:  Teslac:  Receptors,  estrogen 


Accumulative  Contract 
Cost:  0 


Accumulative  Supply 
Cost:  $331.75 


FY-SO  ME  0 CASE  Cost 


Periodic  Pus  view  Results: _ _ 

(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  whether  the.  improvement  in  sperm  counts  in  men 

being  tr«.  with  Teslac.  is  minted  to  the  ability  *•;  the  drag  ho  act  as 

an  antl-e  .  trognn . 


Techaico !.  Approach:  Treatment  of  castrate  Immature  vats  with  estrogen 

alone  or  estrogen  plus  Testae  and  measurement  of  the  vevgnt  of  the  uterus 
as  an  end  point.  In  vitro  assessment  of  the  ability  >:•  .  Teslac  to  interact 
with  the  cytosolic  estrogen  receptor. 


Progress  during  FY-SO:  Repeated  measurement  of  Teslac ' s  interaction  with  the 
estrogen  receptor  indicator,  that  it  has  no  anti— estrogen  activity.  .relimi.nar/ 
results  suggest  that  it  has  no  anti-estrogenic  activity  in  vivo,  either. 


e  studied  before  comnlation  of  stud":  N/A 


Serious/un&xpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Teglac  appears  t0  have  r.0  anti-estrogen  receptor  activity  in  vitro. 
Further  experiments  for  longer  duration  ■*n  '-ivo  will  oe  performed  to  confirm 
this  result. 

Publications  or  Abstracts,  FY-SO:  Hone 


wort-:  unit  tlo.:  1309-79 

runes  Utilized.  FY-60:  $331. 

funding  Kccjulrener.ts  .  f'f-01: 
Personnel :  None 
Equipment :  None 
Supplies :  $1200 

Travel :  None 


75 

.  $1200 


Other 


None 


Date:  15  October  80 


Title  of  Project-  pn. 


Starting;  Date:  22  May  1979 


Protocol  No:  1310  79 


IStatus:  Interim 


Final 


Principal  Investigator:  Roberc  A.  Vigersky,  M.D. 


sfcimated  Comnletion  Date:  30  Sept  19S2 


Associate  Investigators: 


Facility:  WRAMC 


Dept/Svc  Kyle  '  Metabolic  Unit 


Key  Words: 


Ciinetid  ina;  hirsutism;  androgen  receptors. 


Accumulative  HE  D CASE 
Cost:  $1000 


FY-80  MED  CASS  Cost: 


Accumulative  Contract 
Cost:  $7500 


Accumulative  Supply 
Cost.  $13,207.00 


$1000 


—  V  X 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  treat'  women  with  idiopathic  hirsutism  with  a  non-toxic 
meidication  that  acts  by  blocking  the  ability  of  androgen  (testosterone  and 
dihydro ter tos to.ronn)  with  the  androgen  receptor  in  the  hair  follicle. 


Technical  Approach:  Measurement  of  the  adrenal  contribution  of  androgen  by 
an  ACTH  stimulation  test;  the  ovarian  contribution  by  frequent  sampling  over 
8  hours  for  pituitary  and  gonadal  hormones;  and  the  pituitary  contribution  by 
measurement  of  the  response  of  prolactin  to  THU.  •  These  studies  done  before 
and  after  3-6  months  on  oral  cimetidine  treatment,  Measurement  of  the  rate 
of  hair  growth  is  accomplished  by  shaving  a  treasured  area  on  the  face,  chest  or 
thigh  and  ••  • ;»h i og  the  hair  that  has  ac.cunla:  :u  o,rer  the  pru-urev.s  l-.i  .neks.  This  / 
Progress .■>  d’Xriug  I' F-S0:  performed  before.  and  while  on  the  citaecidine. 

10  patients  have  been  entered  in  to  the  study.  The  results  of  the  first 
five  indicate  that  there  is  a  50%  or  more  decrease  in  the  rate  of  hair  growth  and  a 
marked  subjective  imorovement  without  any  significant  changes  in  serum  steroid  levct 


Serious/unc.'cpected  side  effects  in  subjects  participating  in  project:  N 


Conclusions:  Cimetidine  appears  to  be  a  safe  and  effective  treatment  for  idiopathi 
hirsutism  and  its  action  is  most,  likely  mediated  by  it  anti-androgenic,  properties. 


Publications  or  Abstracts,  FY-80:  Smith  ,  C. ,  Mehlman .  J .  .  and  ietrsky.  J:.  "Tre.atmen 
of  Hirsutism  with  :  i  net  Id  ine , "  presented  62nd  ann.  meeting  Ends.  Sue.,  .Tune,  1  980. 


xori-:  Unit  Jo.: 
r  u  n  ri  s  L 1 i 1  j  z  e  cl . 
Funding  fceuuire 
Personnel : 


1310-79 
F 1-60 : 

:ents.  F: 
None 


$21,707 
■)  .  $7000 


Equipment :  None 

Supplies :  $1200 

Travel :  $500 


Other:  (  2572)  $5000  ;  (2400)  $300 


Date: 


Protocol  No:  1311-79 


iwa  0j-  -1-  J-Gjeci.:  Assessment  of  thyroid  function  and  the 


Status:  Interim 


>i?zrM 


intrathyroidal  biosynthesis  of  thyroid  hornicne  during  the 
acute  and  recovery  phases  of  subacute  thyroiditis 


Ncvemfce 


stlmatod  Comnletion  Dale: 


Principal  Investigator:  Robert  C.  Smallridge,  LTC,  KC 


Facility:  ViRflMC 


Associate  Investigators: 

Leonard  Wartofsky,  COL,  MC 
Kenneth  D.  Bunran,  LTC,  MC 
Richard  C.  Dimond,  LTC,  MC 
Nar.cv  K.  KWnr- ton _ (35-11  _  _ 


Key  IV  ords :  Subacute  thyroidi tis/biosyn  the  tic  defect 


Dopt/Svc  Kyle  Metabolic  Unii 


Accumulative  MEDCASE 
Cost: _ 


FY-SO  ME  DC  ASK  Cose: 


Accumulative  Contract 
Cost:  _ 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  m0  determine  (a)  th.e  frequency  with  which  an  intrathyroidal, 
biosynthetic  defied:  .-Mats  during  the  course  of  subacute  thyroiditis,  (b)  where 
in  the  resolution  of  the  disease  it  is  impaired,  and  (c)  whether  patients  with 
this  defect  may  have  a  difficult  uJ.tiirr.te  outcome. 


Technical.  Approach:  Blood  tests  obtained  monthly  until  disease  resolves 
(generally  6-7.  months) ,  Fluorescent  thyroid  scans  monthly.  At  end  cf  study, 
a  3  hour  P  TU  with  perchlorate  discharge,  and  a  TRf-I  test. 


Progress  during  FY-SO:  Seven  (7)  patients  have  enrolled  in  protocol,  and 
6  have  been  followed  for  at  least  6  months. 


Number  of  subjects  to  be  studied  before  completion  of  studv:  8-10  more 


Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Defer. ed 


Publications  or  Aostvicts,  FY-SO:  Mono 


Date:  1  October  19S0  I  Protocol  No:  1312-79 

Status:  Interim  XXX 

Title  of  Project:  The  Effect  of  Long-Term  High  Fiber  Diets  in  - 

i  Final 

the  Outpatient  Management  of  Insulin  Dependent  Diabetes  Mellitus. 

Starting  Date:  26  Sept  1979  Estimated  Completion  Date: 

Uncertain 

Principal  Investigator:  Timothy  M.  Boehm,  LTC  MC 

Associate  Investigators: 


Facility: 


WRAMC 


Dept/Svc  Diabetes  Service 


Key  Words: 


Fiber,  Insulin  Dependent  Diabetes  Mellitus. 


Accumulative  MEDCASE 
Cost: 


Accumulative  Contract 
Cost: 


FY-80  MED  CASS  Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results :_ 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  assess  the  efficacy  of  high  fiber  diets  in  the  outpatient  treatment 
of  insulin  do- undent  diabetes;  to  measure  various  hormonal  parameters  before  and  dorin 
high  fiber  diet  therapy.  • 


Technical  Approach:  Xf  high  fiber  diets  are  successful  on  a  long-term  outpatient  basis 
in  the  amelioration  of  postprandial  hyperglycemia,  these  deserve  routine  use  in  the 
treatment  or  insulin  dependent  diabetes. 


Progress  during  FY-80;  Protocol  lias  not  bt.-cn  initiated  due  to  departure  of  a 

coinvestigator. 


of  subjects  to  be  studied  be? 


Uncertain 


Serious/ unexpected  side  effects  in  subjects  participating  in  project: 


None 


Conclusions:  None 


Publications  or  Abstracts,  FV-SO: 


Non-* 


Date : 

(Protocol  No:  1313-79 

Status :  Interim 

Title  of  Project:  A  radioimmunoassay  for  human  TSH 

I  EOCiY 

Starting  Date:  November 

1979  (Estimated  Completion.  u?.-.z: 

Cne  year 

Principal  Investigator: 

Robert  C.  Smallricge,  LTC,  MC 

1T 

Associate  Investigators: 
Richard  C.  Diroond,  LTC,  MC 
Nancy  E.  Whorton,  GS-11 


Facility:  WRAMC 


Dept/Svc  Kyle  Metabolic  Unit 


Key  Words:  TSH/RIA 


Accumulative  1  LED  CASE 
Cost: 


Accumulative  Contrc 
Cost: 


FY-80  MED  CASE  Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 


Technical  Approach:  venipuncture 


Progress  during  FY-80:  Sera  have  been  obtained  from  5  volunteers 


Number  of  subjects  to  be  studied  l>efore  completion  of  study:  five _ 

Serious/unexpectad  side  effects  in  subjects  participating  in  project:  Ncr.e 


Conclusions:  None  expected 


Publications  or  Abstracts,  FY-80: 


None 


V.'crk  Unit  I’c  •  1313-79 

Funds  Utilized.  F^-SO: 

Funding  Reou.irer.ents ,  FY-81: 

Personnel:  $500.00  (Linda  McAnally,  GS-05,  Jesse  Martin  GS-05,  Joseph  Bruton  GS--14) 

Equipment:  None 

Supplies:  $1,000.00 

Travel:  $500.00 

Other:  Contractual  Svc.  $500.00 


t 


Date:  {Protocol  No:  13  14-7  9 

Title  of  Project: 

Examination  of  the  Effect  of  Ipodctte  (Oragrafin) 


I  Status:  Interim  x 
J _ Pinal _ 

on  Thyroid  Function 


Starting Date:  S-8Q 


(Estimated  Completion  Date :  8- 8 2 


Principal  Investigator:  Kenneth  D.  Barman ,LTC , MC 


Associate  Investigators: 


Key  Words: 


Facility:  WRAMC 


Dept/Svc  Dept  of  Med/Endcorir 


n  e 


Ipodate/ thyroid  function 


Accumulative  MEDCASE 
Cost: 


Accumulative  Contract 
Cost:  _ 


Accumulative  .Supply 
Cost: 


FY-80  MEDCASE  Cost: 


j  Periodic  Renew  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  measure  the  effect  of  Ipodate  on  thyroid  hormone 

levels . 


Technical  Approach: 

I R H  tests  with  or  without  ipodate  and/or  T3  in 
fed  and  fasting  patients. 


Progress  during  FY-80: 

Just  started 


Number  of  subjects  to  be  studied  before  completion  of  stud'/: _ A 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

hone 


Conclusions:  None 


vet 


Publications  or  Abstracts,  FY-SO:  none 


-  o 


Work  uni:.  no. :  1314,79 

Funds  utilized,  FY-SO: 

Funding  requirements,  FY-81: 

\ 

Personnel:  njui1 

Equipment: 

'Supplier.  ■  S4,  000 

Travel: 

Other: 


r4U>-/ UOO  636 


UNCLASSIFIED 


WALTER  REED  ARMY  MEDICAL  CENTER  WASHINGTON  DC  F/G  6/5 

ANNUAL  PROGRESS  REPORT  CFY-80)  DEPARTMENT  OF  CLINICAL  INVESTIGA— ETC(U) 
SEP  00  T  M  BOEHM 


! Protocol  No:  1  lir)-.‘:n 

(.Stains: 

Interim 

L _ 

Final 

Title  of  Project-  .  ,  ..  _  , , 

J  Sex-  Stc  told  Receptor  id  the  Mouse  Thymus 


Starting  T):'uj .  2T  Oct_79 _ _  [RsLireT-'i  Conuiletjo •».  .  t-]> t  82 

Principal  Investigator:  Robert  A.  Vigerr.ky,  M.D.  MAJ  MC 

a  I-  f .  .1  ^1  ii  >  |  Pji  ci  lily*  KRAMC 


Associate  Investigators: 

Elizabeth  Kavecne,  l’h.D.  (National 

Institutes  of  Health) 


Key  Words: 


jPept/Sve  KYle  Metabolic  Unit. 
Thymus;  receptors,  estr  -on;  receptors;  androgen 


Accumulative  ME OCAS 2  Accumulative  Contract  Accumulative  Supply 

Cost: _ $2850  _  Cost: _ 0 _  ,  Cost:  $3  0,1.31..  25^  ' 

Pi  -  SO  MEDCASS  Cost:  _ 0  _  _  Periodic  Review  Results:  __ 

(io  be  filled  in  by  PCX) 

Study  Objective:  To  determine  whether  or  not  there  are  receptors  for  sex-steroid::, 
in  tile  thymus  and  to  characterize  them  physico- chemically  if  they  are  present:. 

The  basis  for  the  marked  sex  difference  in  a  variety  of  immunologic  disease,  e.g, 
Systemic  Lupus  Ery thematosis ,  may  be  due  to  the  difference  immunologic  response 
of  the  thymus  based  on  sex  steroids.  These  differences  are  most  likely  mediated 
through  receptor  mechanisms. 

Technical  Approach:  Measurement,  in  thymic  cytosol,  of  the  affinity,  binding 
capacity,  sex  steroid  specificity,  size,  charge,  sedimentation  coefficient, 
column  elution  profile  on  agarose  0.5  M,  and  kinetics  of  association  and  dissociation 
of  the  receptors  for  androgen  and  estrogen.  Determination  of  the  differences 
between  these  parameters  in  various  ages  and  th  differences  be! ween  the  two  seres. 
Investigation  of  the  relationship  of  these  receptor  characteristics  to  the  more 
"classic"  receptors  in  prostate  and  uterus  of  the  mouse,  rat  and  human. 

Progress  during  FY-80:  The:  androgen  receptor  has  been  detected  in  the  mouse 
thymus  .and  partially  characterized.  It  appears  similar  to  that  in  prostate,  does 
not  change  with  .age,  and  is  present  in  both  male  and  female  animals  to  a  similar  degree 
The  rale  NEB  mouse  cannot  translocate  the  cytosol  receptor  to  the  nucleus  as  do  normals 

Number  of  subjects  to  be  studied  before  completion  o[  study:.  kVA  ~ 

Serious/ unexpected  side  effects  in  subjects  pm.iieipating  in  project: 

Conclusions:  Androgen  receptors  arc  present  in  the  mouse  thymu.';.  Preliminary 
studies  indicate  the  presence  of  estrogen  ?  •.  ceptors  as  well.  The  immune  androgen 
resistance  manifested  by  N/,l>  mice  may  be  explained  by  the  failure  to  translocate  tin 

Ravecbe,  K.,  Vigor  sky,  Tj  io ,  J.}|.  and  Steinberg, 
"Murin  -  Thymic  Androgen  Receptor.*;."  presented  Amor.  Rheumat.  Assoc.,  May  1980 


Accumulative  Supply 
Cost:  $3 0,1 .31. 25' 


F:  -SO  MEPCASS  Cost: 


r 

i 


1315-80 


work  Lin  It.  Jo .  : 

Funds  utilized ,  FV-oO:  $10,131  +  $2850 

Fundin?;  fteouircrionts x  $8800 

Personnc-l :  Wary  K,  Rice,  OS-11 


None 

$7500 


Travel :  '  $500 

Other:  <  2572)  $500;  (2400)  $300 


Date: 


Title  of  Project: 

T3  receptors  in  human  white  cells  and  liver 


Status:  Interim  X 


L _ Phial _ 


Starting  Date:  2-12-80 


Principal  Investigator: 


Associate  Investigators: 


c 


cl  Completion  Date:  8-8  3 


Kenneth  Burm.an,  I.TC,  MC 


Facility: 


WRAMC 


Dept/Svc  Dept  of  Med/Endocrine. 


Key  Words: 


T3  receptor s/Liver /white  cells 


Accumulative  MEDCASJS 
Cost: 


FY-80  1YIF0CASE  Cos 


Accumulative  Contract 
Cost: 


Acciunulativo  Supply 

Cost: 


.Periodic  Review  Results:  _ 

(to  be  filled  in  by  DCI) 

I 


'•  Study  Objective : 

To  determine  if  T3  receptors  exist  in  human  liver 
and  whether  they  correlate  with  receptors  in  white  cells. 


Technical  Approach: 

Solub i lixe  human  liver  T3  receptors 


Progress  during  FY-80: 

No  definite  studies  performed  yet  because  we  are  having 
technical  problem  with  the  small  amount  of  liver  tissue  obtained. 


Number  of  subjects  to  be  studied  before  completion  of  study 


Serious/imexpected  side  effects  in  subjects  participating  in  project 
none 


Conclusions: 


none  yet 


Publications  or  Abstracts,  FY-80:  none  yet 


Funds  utilized,  FY-SO: 

Funding  requirements,  FY~81: 

Personnel:  Djiih  and  Burinan 

Equipment: 

Supplies:  $5, 000 

Travel: 


Other: 


Date:  15  Oct  80 


I  Protocol  Xo:  131/-  80 


Interim  X 


Pi  mil 


J.'itlc  o£  Project  Investigation  of  the  Etiology  of  Idiopathic 

Hirsutism.  Determination  of  Possible  Partial  En&yme  Defects 
in  Adrenal  Metabolism 


Starting  Date:  27  Nov  1979 


ll 


titrated  Comnletion  Date:  30  Sept  82 


Principal  Investigator:  Robert  A.  Vigersky,  M.D.  MAJ  MC 


Associate  Investigators: 


Facility:  WRAMC 


Dept/Svc  Kyle  Metabolic  Unit 


KeyWords: 


Hirsutism;  adrenal;  androgens. 


Accumulative  MED  CASE 
Cost:  0 


Y-80  MED  CASE  Cor 


Accumulative  Contract 
Cost:  $5800 


Accumulative  Supply 

.  Cost:  0 


Periodic  lie  view  Results: _ 

(to  be  filled  in  by  DCI) 


Study  Objective:  To  determine  whether  women,  usually  classified  as  having 

idiopathic  hirsutism,  have  a  subtle  defect  in  adrenal  steroidogenesis.  This 
would  permit  the  rational  treatment  of  these  patients  with  dexamethasone  suppression 
of  the  pituitary-adrenal  axis. 


'’Technical  Approach:  Infusion  of  ACTfl  over  24  hours  with  pro-arid  posl.-ACTH  > 
measurement  of  adrenal  steroids  in  the  urine  and  plasma. 


Progress  during  FY-80:  The  first  five  patients  so  analyzed  have  not  been  found 
to  have  a  subtle  defect  in  adrenal  steroidogenesis. 


Number  of  subjects  to  be  studied  before  completion  of  study:  10 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

.  none 

Conclusions:  Though  the  sampling  is  small,  there  appear  to  be  few  of  the  patients 
usually  classified  as  idiopathic  hirsutism  who  actually  have  a  mild  form  of 
congenial  adrenal  hyperplasia. 

Publications  or  Abstracts,  FY-80:  Smlth’  C*»  Mehlman,  I.,  and  Vigersky,  R.  ,  "Treat*,* 
of  Hirsutism  with  Cimetidine,'  presented  62nd  ann.  meeting  Endo.  Soc.,  June  1980. 


;  J  £5 


Date:  23  Oct.  80 _ [ Protocol  No:  1318-80 

Title  of  Project:  Development  of  Fluorc. scent  Imminoassay 


Proof ! dure 


Status:  Interim 


jjxftSST 


Starting  Date:  April  1981  [Estimated  Completion  Date: 

April  1981 

Principal  Investigator:  Joseph  Bruton,  Ph.  D. 

...  1  j 

Associate  Investigators: 

H.  Linton  Wray,  LTC,  MC 
Kenneth  D.  Burman,  LTC,  MC 
Robert  A.  Vigersky,  MAJ,  MC 


KeyWords:  immunoassay;  Radioimmunoassay  vs  Fluorescence  Irmuinoassay 


Accumulative  MEDCASE 

Accumulative  Contract 

Accumulative  Supply 

Cost:  $15,000.00 

Cost:  $1,000.00 

Cost:  $5,000,00 

FY-80  MEDCASE  Cost:  T.'nnc  ! 

Periodic  Pavlov,’  Results: 

j  (to  be  filled  in  by  DCI) 

iStudy  Objective:  to  develope  irrmunoassay  procedures  using  a  fluorescent  molecule 
as  a  substitute  for  radioactive  labeled  molecules. 


Facility:  WRAXC 


Dept/Svc  Ky]e  Metaboiic  Unj,t 


TeokaicEil  Approach:  jn  order  to  race  sure  a  FIA  molecule  a  suitable  instr  orient 
capable  of  detecting  tie  fluorescein-tagged  antigen  and  antibodies  imn0b.ili.2ed 
on  polyacrylamide  beads  are  required.  Such  an  instrument  lias  been  developed  and 
purchase is  required  to  initiate  this  study.  In  addition,  techniques  for  producing 
fluoresccin-tagged  antigen  are  now  available. 


Progress  during  FY-80: 


Number  of  subjects  to  be  studied  before  completion  of  study :  Normal  subjects  (N^25)  f or 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  each  procedure 

None 

Conclusions:  We  anticipate  developing  FIA  assays  for  thyronines,  cortisol, 
testosterone,  dihydrotestosterone,  cK?,  vitamin  D,  estradiol  and  prednisone. 

Publications  or  Abstracts,  FY-80:  None: 


t 


16? 


I 


llatc:  _ _  [Protocol  No :  13)0-80 _ [status:  Interim 

| _ Final _ 

Title  ox  Project: 

Docs  thyroid  Hormone  Administration  Decera.se  the  Size  of  Cystic 
Masses  in  the  Thyroid  Gland. 

Starting;  Pate:  3- 80 _ """'{Estimated  Completion  Date:  8-83  _ 

Principal  Investigator:  Kenneth  1).  Burnan,  LTC,  MC 


Associate  Investigators: 

Facility: 

> 

WRAMC 

Dept/Svc 

Dept  of  Med/Endocrine 

r 

Key  Words: 


thyroid-  gland  cysts 


Accumulative  MED  CASE 
Cost: 

Accumul.  iive 
Cost: 

Contract 

Accuxnulati  ve  Supply 
Cost: _ 

FY-SO  MKDCASS  Cost: 

i  Periodic  lie 

\riciV/ 

(to  be  filled  in  by  DCI) 

Study  Objective; 


cyst  size 


To  determine  if  thyroid  hormone  suppression  alter 


•Technical  Approach: 

.All  patients  with  thyroid  gland  cysts  are  studied  and 
are  divided  into  either  a  no  treatment  group  or  a  group  to  he  treated 
with  thyroid  hormone. 


Progress  during  FY-80: 

4  patients  entered  into  protocol 


Number  of  s objects  to  ba  studied  before  completion  of  study:  3 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 
None 

Conclusions:  None yet 

Publications  or  Abstracts,  FY-80:  None  yet 


13  J.9-S0 


Work  unit  no. : 


Funds  utilized,  FY-80: 
Funding  requirements. 
Personnel: 
Equipment: 
Supplies: 
Travel: 

r*  Other: 

t  ■ 

l  ' 


m 

w 

i' 


> 


FY-81: 

Burman 

$1,000 


Associate  Investigators: 
H.  Linton  Wray,  LTC,  MC 


Depi/Svc  Kyle  Metabolic  Unit 


Keywords: 


cyclic  AMP/Glucagon 


Accumulative  MED  CASE 
C/Ojc:  _ 


Work  unit  no. :  1320-80 

Funds  utilized,  FF-80: 

Funding  requirements,  FY-81: 

I 

Personnel:  ' 

Equipment:  $3,000 

Supplies:  4C0 

Travel: 

Other: 


Date:  (Protocol  No:  1121-80 

(Status:  Interim  x 

l 

Title  ox  Project: 

TSH  receptors  in  physiologic  States 

1  Knal 

Starting  Date:  5-80  Estimated  Completion  Date: 

o 

CO 

1 

CO 

Principal  Investigator:  Kenneth  D.  Burman,  LTG ,  MC 

Associate  Investigators: 


Key Worcls.  tsh  receptors 


Facility: 


Dept/Svc 


WRAMC 


Dept  of  Med/ Endocrine. 


Accumulatsve  MEDCASE 

Cost: 


Accum’.ilative  Contr;  cct 
Cost: 


Accumulative  Su  a  p'l  y 
Cost: 


FY-80  MEDCASJE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


•Study  Objective: 

To  determine  if  TSh  receptors  exist  in  various 
tissues  and  to  see  if  they  are  homeostaticnlly  regulated. 


^Technical  Approach: 

Develop  TSH  receptor  assay  in  various  tissue 


'  progress  during  FY-80: 

None  yet 


Number  of  subjects  to  be  studied  before  completion  of  study: 


2  5 


Serious/unexpected  ^.de  effects  in  subjects  participating  in  project: 


Conclusions: 


None 


Publications  or  Abstracts,  FY-80:  None  yet 


Work  unit  no. : 


1321-80 


Funds  utilized,  FY-80: 

i 

Funding  requirements,  FY-S1: 

Personnel:  *  Lukes, 

Equipment: 

Supplies:  $5, 000 
Travel:  500 


Date:  22  Oct 

80 

1  Protocol  No:  1322- 

-80  1  Status:  Interim 

Title  of  Project: 

The 

relationship  between 

calcitoninl~rrnrr@^§sSifi'ii  And  T 

Starting  Date:  1  Aug  80 

[Estimated  Com  Diet  ion  Date: 

1  Aucj  83 

Principal  Investigator: 

Kenneth  D.  Burman,  LTC,  MC 

Associate  Investigators:  Facility:  KRAMC 

Phyllis  Kesler,  GS-07  _ _ r___ _ 

Dept/Svc  Kyle  Metabolic  Unit 


Key  Words: 


Calcitonin,  nitroprusside, 


Accumulative  MEDCASE 

Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

i  _J 

FY--S0  MEDCASE  Cost: 

i  Periodic  lie 

view  Hermits: 

(to  be  filled  in  by  DCI) 

;Study  Objective:  To  see  if  calcitonin  inhibits  T.  to  T-,  conversion 


Technical  Approach:  in  vitro  liver  homogenates 


Progress  during  FY-80:  None 


Number  of  subjects  to  be  studied  before  completion  of  .study:  None 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions: 


None 


Publications  or  Abstracts,  FY-80: 


Work  unit  no. :  1322-30 

Funds  utilized,  FST-80.* 

Funding  requirements,  FY-81: 

I 

t  i 

Personnel:  Burman,  Lukes 

Equipment: 

Supplies:  $2,000 

Travel; 

Other:  . 


Startin';  Date:  Aug  1980 _ {Estimated  Completion  Date:  Au 


Principal  Investigator:  Kenneth  D.  Barman,  LTC,  KC 


Facility:  WRAMC 


Associate  Investigators: 
Yvonne  Lukes,  GS-11 


Dept/Svc  Kyle  Metabolic  Unit 


KeyWords:  TSH 


Accumulative  MEDCASE 
Cost:  _ 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 

(to  be  filled  in  by  DOI) 


Progress  during  FY-80:  3  glands  studied 

Number  of  subjects  to  be  studied  before  completion  of  study:  3 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 

Conclusions:  None  yet 


Publications  or  Abstracts,  FY-80: 


Work  unit  no, :  1323-80 
Fundi}  utilized,  FY-80: 

Funding  requirements ,  FY-81: ' 

Personnel:  Lukes,  Burman 

Equipment: 

Supplies:  $4,  GOO 

Travel:  , 

Other; 


For  ui>  of  tM»  for.iv  «•*  AR  3-10-15,  tH>  propon*nl  op*rcy  It  TAGCiiH.  | 

REFERENCE  OR  OFFICE  SfMoOL 

SUBJECT 

HSWP-MGI 

Clinical  Investigation  Protocol  #1410 

i  ..... 

TO  :  Chief,  Clinical  Investigation'^'1'  :  Fred  H.  Goldner 
Service  Assistant  Chief, 

,  Gastroenterology  Svc 


date  ;  22  Sept  SO  cmt  l 


Due  to  problems  in  patient  acquisition,  work  on  protocol  #1410  is  not  proceeding 
at  a  satisfactory  pace.  It  is,  theiefore,  recommended  that  protocol  #1410  be 
terminated . 


// 


F-recTH.  Goldner,  LTC,  MC 
Assistant  Chief 
Gastroenterology  Service 


DA  2496 


REPLACES  DO  FORM  S>6,  WHICH  IS  03S0LETE. 


.  173 


Pate:  4  September-  1980  | Protocol  No:  1415 

Title  of  Project:  Esophageal  Clearing:  Quantitated  by 

Radioisotope  Scan. 

I  Final 

i  years 

Principal  Investigator:  COL.  Lawrence  F.  Johnson,  M.D. 

i 

Associate  Investigators: 

Roy  K.U.  Wong,  M.D. 

Donald  0.  Castoll,  M.D. 
Andre  Dubois,  M.D. 

.Douglas .  .Va.q..Mas-tjymd^j:L[L 


Facility: 

Walter  Reed  Ammy  Medical  Center 


Dept/Svc  :  Gastroenterology  Service 


Key  V/ords:  Esophageal  Clearing 


Accumulative  MEDCAS.E 
Cost:  N/A 

Accumulative  Contract 
Cost:  N/A 

Accumulative  Supply 
Cost:  N/A 

FY-SO  MEOCbViE  Cost: 

1  Pci  iodic  lh.-vinw  llc-.sultr.i 

j  (to  be  filled  in  by  PCI) 

'Study  Objective:  To  quantitate  the  peristaltic  ability  of  the  esophagus  to  clear 
..  a  measured  bolus  of  fluid  into  the  stomach. 


Technical  Approach:  Diluted  .1  normal  1IC1  will  l>c  taged  with  technetium,  and  an 
esophageal  clearing  profile  will  be  quantitated  after  each  swallow  using  manometric 
equipment. 


Progress  during  FY-80:  Five  patients  have  been  studied  in  FY-80,  These  patients 
have  been  evaluated  with  a  new  monitoring  probe  designed  by  one  of  the  authors  (LFJ) 
that  incorporated  a  metalic  pH  sensor  at  the  distal  tip  and  two  transitorized  pressur 
monitors  within  a  catheter  system  that  is  tapered  down  for  patient  comfort  in  the 

Number  of  .subjects  to  be  studied  Ivefore  completion  of  study:  ]  s _ 

Seri ous/unexpected  side  effects  in  subjects  participating  in  project: 

NONE _ _ _ _ 

Conclusions:  Data  obtained  from  this  protocol  represents  an  advancement  in  the 

understanding  of  gastroesophageal  reflux  disease  and  supports  our  earlier  published 
observations.  Publications  or  abstracts,  FY-80;  none. 

Ti:bii  cations  or  Abstracts,  FY-80: 


Continued. 


Progress  during  FY-80: 

oropharynx.  This  system  obviates  using  a  profusing  system.  To  date  our  obser¬ 
vation  shows  that  bethanechol  improves  esophageal  acid  clearance  as  well  as 
makes  a  more  competent  esophageal  gastric  junction  to  prevent  reflux. 


TYro  changes  have  been  made  in  the  plan  section  of  this  protocol.  A 
commercially  available  transistorized  esophageal  catheter  w.i  l:h  pH  and  pressure 
functions  is  now  used.  This  probe  is  tapered  so  that  there  is  greater  patient 

comfort  in  the  oropharynx  during  the  conduct  of  the  protocol.  This  probe 
obviated  the  use  of  the  bonded  catheter  assembly  referred  to  in  the  original 
protocol.  Secondly,  the  alpalihe  bolus  referred  to  in  the  plan  section  of  the 
protocol  has  been  omitted  because  it  compromised  accurate  measurement  of  the 
acid  bolus.  Data  obtained  from  this  protocol  represents  an  advancement  in 
the  understanding  of  gastroesophageal  reflux  disease  and  therefore  this  protocol 
needs  to  be  renewed  and  completed. 
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* 

Date:  4 

Sente:: 

bar  1980 

1  Protocol  No:  1416 

Status:  Interim  x 

Title  of 

Project 

Final 

:  usopnagear  tmpr.ying  in  ncnainsiu; 

Quantitated  by  Radioisotope  Method 

Starting 

Date; 

28  March  1977 

[Estimated  Completion  Date: 

3  years 

Principal  Investigator:  Col  Lawrence  F.  Johnson,  M.D. 


Associate  Investigators : 

Roy  K.H.  Wong,  M.D. 

Douglas  Van  Nostrand,  M.D. 


Key  Words: 


Facility:  WRAMC 


Deyt/Svc  :  Gastroenterology  S\ 


Colon  Esophageal  Emptying 


Accumulative  LIE  DC  ASS 

|  Accumulative 

Contract  1  Accumulative  Supply 

Cent:  \7.\ 

!  Cost:  f.7  A 

1  ’  Cost:  N/A 

I  I  1 

FY-80  MED'JASE  Cost: 

N/A 

.Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

.Study  Objective:  To  quantitate  esophageal  emptying  in  achalasia  before  and  after 
pneanumatic  dilation. 


Technical  .Approach:  To  measure  esophageal  emptying  of  a  solid  meal  in  patients 
with  achalasia.  Technetium  was  tagged  to  conef lakes  and  milk  and  from  this  an 
esophageal  emptying  profile  was  established. 


Progress  during  FY-80:  The  technique  proved  satisfactory  and  distinguished  asympto¬ 
matic  controlled  volunteers  from  asymptomatic  patients  with  achalasia.  This  data  war, 
published  and  sited  as  an  outstanding  article;  1)  Gross,  R. ;  Johnson,  J..F.;  Kaminsky, 

_ _ _ _ ___ _  (see  second  page) 

Number  of  subjects  to  be  studied  before  completion  of  study:  — 


Serious/unexpected  side  effects  in  subjects  participating;  in  project: 

_ : _ NONE _ _ ' 

Conclusions: 

Sec  enclosed  reprint. 

Publications  or  Abstracts,  FY-80: 


f 


Continued:  Progress  during  FY-80: 


R.J.;  Esophageal  Emptying  in  Achalasia:  Quantitated  by  Radioisotope  Technique. 
Digestive  Diseases  and  Sciences;  Vol  24,  P.  945,  Dec.  1979. 

2)  Year  Book  of  Nuclear  Medicine,  March  19S1 


There  have  been  no  modification  in  th:  plan  section  of  the  original 
protocol. 

The  undersigned  investigator  at  a  later  date  may  modify  protocol  #14 lb 
and  use  the  esophageal  emptying  technique  to  determine  which  numatic  dilation 
technique  offers  the  best  result  in  terms  of  esophageal  emptying  for  achalasia. 
This  will  be  done  in  collaboration  wi  th  other  invest ;  gators  at  the  Medico.1 
College  of  Virginia,  as  well  as  possibly  the  National  Naval  Medical  Center, 
if  this  endeaver  is  undertakened,  the  protocol  will  be  modified  and  resubmitted 
through  the  appropriate  committees. 


Date:  1  October  1930 

1  Protocol  No:  iAl7 

istatus: (^Interim  J 

Title  of  Project: 

|  Final 

PLASMA 

LIGANDIN  IN  LIVER  DISEASE 

Starting  Dale:  1977 

[Estimated  Completion  Date: 

1933 

Principal  Investigator: 

r.TC  Robert  W. 

t 

Sjogren,  Jr.,.  M.D. 

Associate  Investigators: 

COL  Lawrence  F.  Johnson 

,  M.D. 

Facility: 

WRAMC 

• 

Dept/Svc  Medicine/Gastroenterology 

Key  Words: 


Accumulative  MERC  ARE 

Accumulative; 

Contract:  1  Accumulative  Sunni y 

Cost: 

Clo * ;f  •  None 

_  1  '  Coma _ bone 

FY-80  MED  CASE  Cost:  None 

Periodic.  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  This  study  proposes  to  assess  plasma  ligandin  levels  as  a 
potentially  more  sensitive  indicator  of  hepatic  information  than  currently 
available  serum  tests 


’Technical  Approach:  Patients  having  liver  biopsies  at  Walter  Reed  Army  Medical 
Center  have  blood  drawn  for  clinical  assessment.  An  aliquot  is  removed  and 
frozen  for  plasma  ligandin  content.  Plasna  ligandin  content  is  determined  by  a 
sensitive  and  quantitative  radioimmunoassay  technique  at  Albert  Einstein  College 
of  Medicine  in  New  York.  Correlations  between  pathologic  diagnosis,  onzyne  value 
and  ligandin  levels  will  be  made  by  standard  statistical  methods. 

Progress  during  FY-80:  Results  of  analysis  of  200  serum  samples  at:  Albert 
Einstein  College  of  Medicine  in  New  York  have  been  indeterminate  owing  to  small 
numbers  of  patients  in  each  diagnostic  category.  Over  the  past  one  year,  an 

_ _ _ (see  continuation  sheet) _ 

Number  of  subjects  to  be  studied  before  completion  of  study:  Rst  300 _ 

Serious/une:<pected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions: 

Not  Available 


Publications  or  Abstracts,  FY-80:  None 


Work  Unit  Number:  1417 


Funds  Utilized,  FY-80:  None 
Funding  Requirements,  FY-81 : 

Personnel :  None 
Equipment :  None 

Supplies; 

(1)  Freezer  Vials 

N'tnr  vial,  polypropylene  .ith  s-vcw  cap,  ''.0  ml  capacity 
Lands el  Cal:  "90.1  V- /00  ! 

Three  cases  of  500  at  $S0/ease.  Cost  $240 
Landsel  Cyrogenics 
5303  46th  Ave. 

Hyattsville,  Ml)  20781 

(2)  Bags  for  Freezer  Vials 

Lab  Tec  Multi-Purpose  Bag  System,  Series  S 
Fisher  Cat  #1-812~50A 

One  case  of  four  packs  of  250  bags  each.  Cost  $101 
Fisher  Scientific  0; 

7722  Fenton  St 
Silver  Spring,  MD 

Travel:  None 

Other:  None 


Progress  during  FY-80:  additional  66  scrum  samples  have  been  obtained.  It  is 
anticipated  that  continuation  of  the  protocol  allowing  greater  numbers  of  patient 
in  each  diagnostic  category  will  yield  results 


Continue-:?: 


Progress  during  I  Y  SO: 


split  from  apparatus  that  now  affords  televising  tin-  maiiome  t  ry  record  as  ell] 
as  simultaneous  [diet os cop ic  study  nil  on  the  same  IV  screen.  In  ouon -protocol 
clinically  indicated  use  of  this  equipment  we  found  t!io  motility  record  did  not' 
project  well.  For  this  reason  we  are  in  the  process  of  integrating  a  s  c  i  1 1  i ~ 
scope. screen  onto  our  existing  motility  equip-,  out.  Tit  is  modification  should 
afford  the  desired  quality.  Because  the  quality  of  the  TV  image  of  manometr  i  c. 
events  was  not  v;hat  wc  desired.  Wo  have  not  entered  any  patients  to  date  into 
this  protocol,  'll tis  last  technical  challenge  should  be  completed  shortly,  and 
the  protocol  initiated. 


ADDENDUM r  Cricopharyngeal  Bar:  A  Video  Mnnoinotcic  Study 


An  sc.i  3  3  or.  coj  -r, 
better  il lustra t e  i 
nanometric  record, 
protocol . 


v/.i  1 1  K:  al¬ 
io  tracing 
OHu.-rw.ise, 


i'.achod  ii  >  UiiC  s ;  !  :s  :  iv  I'lm.-jp.--:-  r  .  r  ■  , 

so  tn.ai  l  no  TV  ea-nora  tan  better  clarify  the 
there  ha  Vo  been  u<,  ch.u.ges  ir>  the  existing 


.1 


Pate:'1  September  1080  |  Protocol  No:  1410 

Status:  Interim:  X 

Title  of  Project:  Cricophax riygeal  Bar:  A  Video  Manome trie 
Study 

Final 

Startin'*  Date;  23  August  1977  "jKstinvitod  Completion  Date: 

3  years 

Principal  Investigator:  COL  Lawrence  F.  Johnson,  M.D. 

Associate  Investigators: 
Walter  J.  Kikendall,  M.D, 
David  J.  Curtis,  M.D. 


Facility:  wramc 


Dept/Svc  ;  Gastroenterology  Service 


Key  Words:  Cricopharyngeal  Bar 


Accumulative  MFDCASE 
Cost:  N/A 


Accumulative  Contract 
Cos' :  N/A 


Accumulative  Supply 
Cost:  N/A 


FY-SO  TvIEDCASE  Cost: 


Periodic  Review  Results^ 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  study  the  functional  significance  of  a  cricopharyngeal  bar 
shown  on  barium  swallow. 


ffeclmical  Approach:  This  is  a  synchronized  nianometric  video  tape  fluoroscopic 
study  of  swallowing  disorders  of  the  hypopharynx,  cricopharyngeal  and  upper 
esophagus . 


Progress  during  FY-80:  The  slow  motion  vedlotape  machine  procured  by  the  Department 
of  Radiology  and  its  interface  with  Walter  Reed  Army  Medical  Center's  TV  Department 
has  functioned  well.  This  equipment  has  been  complimented  by  WRAMC-TV,  acquiring  a 

_ _ _ _ _ _ (See.  s&GQJuLjiagr). 

Number  of  subjects  to  be  studied  before  completion  of  study: _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 


Publications  or  Abstracts,  l;,Y-80: 


t 


Work  Unit :  1420 


Title:  Adenyl  Cvclsse  and  0 

uanyl  Cyclase  Activity  in  the  tat  Ere. .dingus. 

Investigators : 

Principal  Investigator : 

LTC  Roy  K.1I.  Wong,  M.D. 

Co- Investigators : 

,  COL  Lawrence  F.  Johnson,  M.D. 

•  CAPT  Donald  0.  Castell,  M.D.,  1JSN 

Cpt .  Hen  H.  Boedeker ,  DVM. ,  WRA1R 

Objective:  To  correlate  adenyl  cyclase  and  guanyl  cyclase  activity  with  lower 
esophageal  sphincter  contraction  and  relaxation. 

Technical  Approach:  Same  as 

initial  protocol. 

Progress  and  Results ; 

1.  Over  the  past  year  we  have  received  3  opposite  ;  and  hav>-  been  able  l:c>  st  udy 

the  anatomical  local:  Ion  of  the  lower  c&ortii.iy.c* I  >p!«1  net*.: -  (' 

2.  We  have  found  that  the  opposum  esophagi  is  an  excellent:  model  for  extracting 
the  LES  without  inflict  ing  physical  trauma  to  the  LEO  prior  to  its  remove 7  - 

3.  The  above  requirements  are  essential  to  obtaining  acceptable  biochemical, 
results  when  studying  enzymes  such  as  acleuyl  cyclase. 

4.  Also,  we  have  recently  obtained  professional  and  technical  support  from 
Thomas  Hichey,  PhD  in  biochemistry  in  performing  these  assays. 

5.  Recently,  we  have  acquired  a  room  in  building  T-2  which  will  serve  as  a 
laboratory  for  these  studies. 

6.  Here  with  the  above  facts  we  feel  that  at  the  present  time,  continued  support 
is  essential  and  justified. 

Funds  Utilized  FY  80 :  Ap p ro ima tely  $ 3 , 000 . 

Funding  Requested  FY  81 :  $3,500 

Type  of  Report:  Interim. 


\ 

f 
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}. _ XWXMX_ 

Title  of  Project:  The  Sequential  Staging  of  the  Liver  in 

Hodgkin's  Disease  with  Laparoscopy  and 
Laparotomy 

Starling  Pate: _ [Estimated  Completion  Date:  _ 


Principal  Investigator:  L.fC  DAVID  A>  peura 


Associate  Investigators: 
C.PT  MORAKXNYO  OYEWOLE 
COL  LAWRENCE  F.  JOHNSON 
COL  RICHARD  M.  11IRATA 

MAJ  MARTIN  WELTZ _ 

Key  Words: 


Facility: 


Dept/Svc 


Accumulative 

Cost: 


Aeoumr 1 
Cost: 


uorar, 


VIE  O  CAKE 


/.ecumubdi  \v.  S’.unRv 

Cost: 


FY-80  MEDCASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  PCI) 


Study  Objective:  To  evaluate  the  role  of  laparoscopy  in  clinical.  Stage  III  or 
IV  Hodgkin's  disease  patients. 


'Technical  Approach:  See  Plan  Section  of  original  protocol. 


Progress  during  FY-80: 


Number  of  subjects  to  be  studied  before  cc un pletion  o f  s t udy: _ 

Serious/ unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 


Publications  or  Abstracts,  FY-80: 


/ 
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WORK  UN’  I  "i  KO.  :  1422 

TITLE :  The  Sequential  Staying  of  the  hi  vet  in  lfod^kin  '  r.  Disease  with 

Laparoscopy  and  Laparotomy 

INVESTIGATORS: 

Principal  Investigator: 

Co “ luve s  t i ga  tor  s : 


OBJECTIVE:  To  evaluate  the  role  of  laparoscopy  in  clinical.  St age  III  or  IV 

Hodgkin's  disease  patients. 

TECHNICAL  APPROACH:  See  Platt  Section  of  orginal  protocol. 

PROGRESS  AND  RESULTS:  No  patients  have  been  assessed  under  this  protocol 

since  the  last  report.  Most  patients  with  Stage  III  and  IV  Hodgkin's  disease 
are  undergoing  laparotomy  following  their  laparoscopic  exam.  So,  their  da to 
cannot  be  included  for  study  purposes.  It  is  fell  that  continuation  of  the 
protocol  is  to  be  encouraged  since  an  occasional  pat  lent  will  undergo  laparotomy 
following  bis  laparoscopic  procedure. 

CONCLUSIONS:  Ho  further  conclusions  can  be  reached  at  this  time.  Further 

evaluation  of  the  data  available  seems  to  indicate  that  .1  aparo.ccopy  is  of 
benefit  in  patients  with  Stage  III  and  Stage  IV  Hodgkin's  disease,  as  a  staging 

tool. 

FUNDS  UTILIZED  FY  80:  None 

FUNDS  REQUESTED  FY  81:  None 

PUBLICATIONS:  Hone 

TYPE  OK  REPORT: 


LTC  David  A  Peura,  M.D. 

Assistant  Chief,  Gastroenterology  Service 

CPT  Horakinyo  A.  Oyewole,  M.D. 

Fellow,  Gastroenterology  Service 

COr,  Lawrence  F.  Johnson,  M.D. 

Chief,  Gastroenterology  Service 

COL  Richard  !!.  iiirnta,  M.D. 

Chief,  General  Surgery  Service. 

i-i'A.J  li.i  ■  i.  i  u  ...  ii.ii. 

Fellow,  Hematology-Oncology  Service 


Inter i  r.: 


Date:  10  OCT  1980 


[Protocol  No:  1423 


Status: 


Title  of  Project:  a  Study  of  Trifluoroisoprophyl  Cyanoacrylate 

Polymer  (MBR  4197)  in  the  Control  of  Bleeding  Peptic 
Ulcers  of  the  Stomach  and  Duodenum 


jatOKiiW: _ 

Final'  . 
- — - pr 


Startjpg  Date; 


jEstimated  Completion  Date: 


Principal  Investigator:  LTC  DAVID  A.  PEURA ,  M.D. 


Associate  Tuvestigators : 

LTC  EDWARD  L.  BURKII  ALTER,  M.D. 
COL  LAWRENCE  T\  JOHNSON,  M.D. 


Facility: 


fDept/Svc 

i - 


Keywords: 


Accumulative  MEDCASE 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


FY-SO  MEDCASE  Cost: 


Periodic  Review  Results: 


(to  be  filled  in  by  I)  Cl) 


*Study  Objective:  Tq  determine  if  the  polymer  is  effective  in  preventing 

further  bleeding  from  gastric  and  duodenal  ulcers. 


^Technical  Approach:  See  original  protocol. 


^Progress  during  FY-SO:  See  reverse  side. 


Number  of  subjects  to  he  studied  before  completion  of  study; _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 


Publications  or  Abstracts,  FY-SO: 


A  total  of  52  patients  ware  studied  under  the  national  multi-center  protocol. 
This  study  failed  to  show  efficacy  of  MBR-4197  in  stopping  bleeding  from  gastric 
and  duodenal,  ulcers  or  preventing  rebleecling.  Use  of  investigational  drug  as  well 
as  maintenance  of  drug  inventory  and  the  return  of  unused  investigational  supplies 
was  monitored  by  3M  Corporation,  in  compliance  with  FDA  regulations.  There  ap¬ 
peared  to  be  no  evidence  of  adverse  affects  related  to  the  use  of  MBR-419’/.  All 
unused  supplies  were  returned  to  3M  Corporation..  This  is  a  final  termination  re¬ 
port  of  the  above  protocol. 


WORK  UNIT  NO 


1423 


TITLE  OR  PROJECT-  A  Study  of  Trifluoroisopropy 1  Cyanoacrylate  Polymer 
(MBK  4197)  in  the  Control  of  Bleeding  Peptic  Ulcers  of  the  S tome eh  and 
Duodenum. 

INVESTIGATORS : 


Principal  Investigator:  LTC  David  A.  Peura,  M.D. 

Assistant  Chief,  Gastroenterology  Service 

Co-Investigators:  I.TC  Edward  L.  Burkhalter,  M.D. 

Staff,  Genet al  Medicine  Clinic. 

COL  Lawrence  F.  Johnson,  M.D. 

Chief,  Gastroenterology  Service 

OBJECTIVES:  To  determine  if  the  polymer  is  effective  in  presenting  further 

bleeding  from  gastric  and  duodenal  ulcers. 

TECHNICAL  APPROACH:  See  original  protocol. 

PROGRESS :  This  was  a  multi-center  protocol  and  a  total  of  52  patients  were 

assessed  in  the  various  centers.  Analysis  of  data  seem  to  indicate  that  MBR-4197 
was  no  more  effective  than  conventional  therapy  in  stopping  bleeding  or  prevent¬ 
ing  rebleeding  episodes  from  gastric  and  duodenal  ulcers.  Because  of  the.  seeming 
lack  of  efficacy  the  study  was  terminated. 

CONCLUSIONS :  It:  was  concluded  from  the  compiled  data  of  52  patients  that  MBR- 

4197  was  no  more  effective  than  placebo  in  controlling  bleeding  from  gastric  and 
duodenal  ulcers  or  preventing  rebleeding. 

FUNDS  UTILIZ1  0  FY  30:  None 

FUNDS  REQUESTED  FY  81:  None 

PUBLICATIONS:  A  manuscript  is  currently  in  preparation  for  submission  to  a 

national  journal.  In  addition,  the  data  from  the  study  was  presented  by  the 
principal  investigator  at  the  William  Beaumont  Gastroenterology  Symposium  in  El 
Paso,  Texas,  in  March  of  1980. 

TYPE  OF  REPORT:  Final 
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WORK  UNIT:  1424 


TITLE:  A  Double  Blind  Study  of  Long  Term  Maintenance 

Cimetidine  Therapy  on  Gast.ro-Esophageal  Reflux 
Disease 


INVESTIGATORS : 

Principle:  Roy  K.II.  Worig ,  M.D, 

Co-irivest  i  cjator  :•  Lawrence  F,  Cohn.-io  ■  U 


STARTING  DATE:  1  February  1978 


ESTIMATED  DATE  OF  COMPLETION :  Study  has  been  terminated  by 
SKF 


PROGRESS  AND  RESULTS:  Our  participation  in  the  protocol  was 
very  sucessful.  V7e  entered  a  total  of  15  patients  into  the 
study  and  ve re  ranked  02  in  the  USA  when  comparing  ourselves 
with  8  other  medical  centers.  The  results  of  the  study  are 
negative  and  there  is  debate  as  to  whether  the  data  will  be 
published. 


DATE : 


15  DECEMBER  i 980 


PROTOCOL  NO.  :  I.4  23 

STATUS:  Interim 

TITLE  OF  PROJECT:  "Pulmonary  Aspiration  from  Gastroesophageal  Reflux  Defined 

by  Pulmonary  Scintiscan  and  Overnight  Intraesophageal  pH 
Monitoring" 

STARTING  DATE:  15  FEBRUARY  19/8 

ESTIMATE.)  COMPLETION  DATE:  Indeterminate 

PRINCIPAL  INVESTIGATOR:  MAT  Steven  S  Shay,  M.D. 

ASSOCIATE  INVESTIGATORS:  COL  Lawrence  ' .  .ohnsoii,  M.D, 

I/i'C  Mark  R.  Stein.  M.D. 

t',\  f  -i -tier i  . i : : k i  ,  M.D. 

FACILITY:  Walter  Reed  Army  Medical  Center 

DEPT/SVC:  Gastroenterology  Service,  Nvcleat  Medicine  Service,  Allergy/ 

Immunology  Service 

KEY  WORDS:  Pulmonary  Aspiration 

Gastroesophageal  Reflux 


ACCUMULATIVE 

MEDCASK  COST: 

None 

ACCUMULATIVE 

CONTRACT  COST: 

None 

ACCUMULAT] VE 

SUPPLY  COST: 

None 

FY-80  MED! CASE  COST:  None 

STUDY  OBJECTIVE:  To  document  the  occurrence  of  pulmonary  aspiration  from  noc¬ 
turnal  gastresophagcal  reflux. 

TECHNICAL  APPROACH:  Patients  with  symptoms  of  nocturnal  aspiration  from  gas¬ 

troesophageal  reflux  are  admitted  on  day  1  and  a  manometry /pH  probe  is  placed  in 
the  esophagus  to  determine  LES  pressure  arid  the  presence  of  acid  pH  in  the  stomach 
(pH  <  4).  Later  in  the  day  (1600)  the  patients  are  started  on  prolonged  infra- 
esophageal  pH  monitoring  according  to  the  technique  of  Johnson  ct  al1;  and  this  is 
continued  overnight  while  they  sleep.  Reflux  is  defined  as  %  time  pH  was  <  4  for¬ 
th?  duration  of  the  night  (minutes).  Abnormal  nocturnal  reflux  was  defined  as  a 
value  that  exceeded  1.2%  since  this  degree  of  acid  exposure  exceeded  mean  and  2SD 
for  a  previsouly  defined  asymptomatic  control  population^.  Prior  to  bedtime  lire 
patients  are  given  5mci  of  radioactive  technetium  (TC  99)  sufur  colloid.  On  tire 
morr:,g  of  dnv  2,  the  patients  were  quest  ioned  by  two  investigators  (LFJ,  SSS) 
regarding  reflux  .aid  pulmonary  aspiration  symptoms  during  Lire  previous  night. 

They  I  hen  had  n'lu.’  md  abdominal,  st  int  1st  nr  for  location  of  the  technetium. 


rUt-CRESS  DURING  FY-80 : 


The  study  populat  ion  cons  is  tod  of  13  patients;  seven  with 
L  reflux  on  the  overnight  l>->  record,  and  six  with  a  normal 


pH  record.  Lower  esophageal  sphincter  (LES)  pressure  confirmed  the  difference,  in 
LES  competence  between  the  two  groups  because  those  with  abnormal  reflux  on  the  pH 
1  ec.ord  had  significantly  less  LES  pressure.  (3mm  Ug)  than  those,  with  a  normal  record 
(lOrun  Hg,  p  <  .05).  Despite  both  the  pH  record  arid  LES  pressure  shov;ing  a  signifi¬ 
cant  difference  in  reflux  between  the  two  groups,  two  experienced  clinicians  (LIU, 
SSS)  after  interviewing  the  patients  diagnosed  reflux  and  pulmonary  aspiration  in 
70.:1  (5/7)  of  the  abnormal  reflux  group;  and  a  comparable  85%  (5/6)  in  those  with  a 
normal  overnight  pH  record.  All  13  patients  bad  normal  pulmonary  scintiscan  with¬ 
out  any  evidence  of  .aspiration  of  gastric  contents.  Despite  the  known  delay  in 
gastric  emptying  during  sleep,  only  two  patients  had  technetium  present  in  the 
stomach  the  following  morning. 


CONCLUSIONS :  We  conclude  the  incidence  of  pulmonary  aspiration  due  to  reflux  re¬ 

mains  uknown .  The  presence  of  pulmonary  aspiration  from  gastresophageal  reflux  is 
not  accurately  reflected  by  history.  While  the  technetium  sc.intisc&n  can  document; 
pulmonary  aspiration  from  reflux'*-,  it  is  an  insensitive  test  that  is  probably  lim¬ 
ited  by  the  short  duration  the  isotope  remains  ;u  t  he  stomach ;  and  secondly,  the 
infrequency  with  which  patients  a'-tuai  1  y  nsp.i  us*:-  .  rum  .roes- ud-  j.1  allux. 

PUBLICATIONS  OR  ABSTRACTS,  EY-80: 

1.  Johnson  I.F,  DeMeester  TR:  Twenty-four  hour  pH  monitoring  of  the  distal 
esophagus,  a  quantitative  measure,  of  gastroesophageal  reflux.  Am  J  Castro  62: 
325-332,  1974, 

2.  ,  Chernow  it,  Johnson  LI',  Je.sowitz  WR,  and  Cast  ell  DO.  Pulmonary  aspiration, 
as  a  consequence  of  gastroesophageal  reflux  -  A  diagnostic  approach.  Dig  Di.s  6 
Sci  24:839-844,  1979. 

3.  This  data  was  presented  at  the  Annual  Fitzsimons  Respiratory  Disease  Con¬ 
ference  held  in  October  1979.  MAT  Steven  S.  Shay,  M.D.  (presenter). 


TYPE  OF  REPORT:  Interim 

COMMENT :  The  undersigned  senior  investigator  (T.L'J)  will  modify  this  protocol 
(CIS /it  1425);  and  resubmit  a  modified  plan  to  further  pursue  our  investigation 
of  pulmonary  aspiration  from  gastroesophageal  reflux.  ' 
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I)ate:12  / 1/80  _ 

Title  of  Project: 


>rt >t ocol  No:  i4?fi _ 


Sti tlu s:_ h : Cor i i ■  >  X 
Pi  n;d 


The  Effect  of  Indomethecin  on  Experimentally  Induced  Acid 

i 

Sp~j  r  t-  it  r  n n — Rab-b-i  fc  .-Re  ohag-u-s - - - - - 

in"  Date:  or  vt-*.  in _ K stimuted  -Completion  1  kite :  j  u  n  e  1983 _ 


Starting  Date:  or  May  j g _ )'■  stimuLcg^omj; 

Principal  Investigator:  Roy  K>H<  v?ong,  M.D. 


Associate  Investigators: 

Facility: 

WRAMC 

WRAIR 

L.F.  Johnson,  t'D . 

Dept/Svo 

Gastroenterology 

f 

Key  Words: 

I  n  d  o  m  e  t  h  a  c:  :i.  n  , 

e  s  o  p  h  a  g  c 

:  a  1  s  t:  r  1 

c  t.  u  r  e  ,  acid,  endoscopy,  b  a  r  1 

Accumulative  MECCASE 
Cost:  q  non  on 


FY-SO  MEDCASE  Cost: 


Ace  mnulative  C  oner  act 
Cost:  _ _ 


Contract  Accumulative  Supply 

_ _  Copt:_3-4)-CLllA10_ _ 

Periodic:  Review  Results: _ 

(to  be  filled  in  by  DCI)  .  . 


*Sfcucly  Objective: 

This  study  examines  the  effect  of  indomethacin  on  stricture  formation 
in  the  esophagus  of  rabbits.  Present  data  suggests  that:  indomethacin 
prevents  experimental  esophagitis  but  we  are  focusing  on  %ha  question  o' 
whether  stricture  formation  can  be  prevented, 

^Technical  Approach: 

Within  the  last  year  we  have  developed  a  model  of  strrctu 
of  stricture  formation  in  the  rabbit.  This  model  is  similar  to 
the  previous  protocol  except  that  we  are  able  to  keep  the  animals 
alive  after  severe  esophagitis  is  induced.  We  are  able  to  do  this 
because  of  post  HCl  infusion  gastric  gavages.  We  have  also  be  able 
to  document  the  degree  of  stricture  formation  by  means  of  endoscoop 
*P.rogresiJ1$urmg  FY-80:  and  barium  swal  low. 

Similar  to  that  noted  above. 

Number  of  subjects  fo  be  studied  before  coinokdion  of  study: _ _ _ , _ 

Scrious/unexpected  side  effects  in  subjects  participatin';'  in  project: 

Conclusions :go  allowed  us  to  investigate  another  animal  model  which 

is  more  suited  for  this  study.  Previous  attempts  at  completing 
this  study  failed  because  of  the  high  mortality  rate. 

Publications  or  Abstracts,  FY-80: 


funding  Itequircticnts ,  Fx'-fcl: 

Personnel:  (name  and  grade) 

Equipment :  (describe  in  detail  including  cost) 

Supplies :  (consumable,  animal  purchase)  '  ' 

Travel :  (mission  oriented,  training  and  presentation) 

Other :  (equipment  rentals,  contracts  for  service,  animal  care  and 

reprints) 

Personnel i  Corrine  May dona vi tch~GS 9 


p.i  i.pmeut :  Hewlett  -Packard  •'<  chonnol  recorder ,  hrndorf ox  ini  ur.io 

pump,  Olympus  pediatric  endoscope  and  light  .source, X-ray  machine 
Harvard  infusion  pump,  histologic  fixing  material  and  cassettes. 

Cost;  Light  source  and  endoscopes-9 , 000 . 00  (Borrowed) 

Travel:  1,200.00  • 

Other:  Light  source-borrowed  from  dental  research.  Endoscope- 
borrowed  from  pulmonary  medicine.  • 


TITLE:  Nitroglycerine,  Terbutaline,  and  Aminophylline  in 

the  Treatment  of  Achalasia 


INVESTIGATORS:  Roy  K.H.  Wong,  M.D.  Lawrence  P.  Jonnson, 

M  ,  D ,  ,  Donald  O.  Caste'll,  M.D, 


ESTIMATED  DATE  OF  COMPLETION;  August  1981 


OBJECTIVE;  To  determine  whether  NTG,  Aminophylline  or  Ter¬ 
butaline  change  lower  esophageal  sphincter  pressures  and  if 
these  agents  increase  esophageal  emptying. 


KEY  WORDS;  Achalasia,  Nitroglycerine,  Aminophy.'l  line,  Ter¬ 
butaline,  Esophageal  Emptying,  Lower  Esophageal  Sphincter 


TECHNICAL  APPROACH:  No  changes  from  previous  protocol 


PROGRESS  AND  RESULTS;  Attached  is  a  copy  of  an  abstract 
submitted  in  Gastroenterology  May  1980.  Since  the  writing 
of  the  abstract  A  more  patients  have  entered  the  study  with¬ 
out  significant  differences  in  the  results.  We  would  like 
to  study  another  6  patients  to  make  a  total  of  15  patients. 


PROTOCOL  NO.: 


J- 1  /.  9  a 

«  •».tr  ‘  -  kj 


STATUS:  Interim 

TITLE  OF  PROJECT:  Maximal  Rate  of  Urea  Synthesis  in  Rats  as  a  Determinant 

of  Functional  Hepatic  Mass 

STARTING  DATE:  23  September  1979 


PRINCIPAL  INVESTIGATOR:  COL  Lawrence  F.  Johnson,  15. D. 

ASSOCIATE  INVEST! GATOR:  MAJ  Michael  A.  Dunn,  M.l*. 

STUDY  OBJECTIVE:  To  establish  an  accurate,  reproducible.  whole  animal  model. 

of  p’.. * x i.mn !  urea  synthesis.  To  study  the  relationship  of 
the  maximal  rate  of  urea  synthesis  to  graded  reduction  in 
hep-tic  .  u.r. . 

TECHNICAL  APPROACH;  dec  oi  iginal  protocol. 

PROGRESS  DURING  IT- 80:  Urea  synthesis  was  quantitated  in  rats,  arid  repro¬ 

ducibility  of  this  assay  was  established.  Urea  syn¬ 
thesis  was  found  to  reflect  functional  hepatic  mass 
in  normal  rats  and  in  rats  with  graded  hepatect.omy. 
ccl^ -induced  cirrhosis  and  portacaval  £;hunts.  The 
potential  importance,  of  variation  on  the  coir.posJ t.i.on 
substrate  load  was  illustrated  by  marked  increases 
in  urea  syntheuris  produced  by  arginine  loading, 

CONCLUSIONS;  Dat  a  from  this  protocol  suggests  that  urea  synthesis  nay  he  an - 
.important  new  quant itavle  liver  function  test.  Optimal  measure 
ment  conditions  and  methods  are  the  subjects  of  further  study. 

PUBLICATIONS  FY-80 : 

1.  Brewer  TG,  Dunn  MA,  Berry  UR  and  Harmon  JW :  Urea  synthesis  reflects 

hepatic  mass  in  rats.  Gastroenterology  79  (1980);  Abstract,  in  press. 
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WORK  UNIT  NO. : 

TITLE:  Colchicine  Therapy  of  Alcoholic  Liver  Disease:  A  Mnl i -Center  Random! zed 

Controlled  Study 


INVEST 1GAT0R: 


Principal  Investigator:  LTC  David  A.  Peura,  M.I). 

Assistant  Chief,  Gastroenterology  Service 
(assuming  role  in  the  absence  of  MAJ  Michael 
A.  Dunn) 

Co-Investigators : 

STARTING  DATE : 

ESTIN.fi  ED  DATE  OF  COMPLETION:  .  5  years 

OBJECTIVE :  To  sec  if  c-i  ’  Hi?  cine  c;i;-  .  ..i  nrogti— j  o:.  io  e  ■  rrh.-;slr.  and 

alcohol  ic  liver  disease,  or  affect  a  I  »v-.i  ;v  -  -tab  I  ishad  a  Leor.ol  i ..  •  :  rvnos' 

TECHNICAL  APPROACH:  Please  refer  to  original  protocol. 

PROGRESS  AND  RESULTS:  The  protocol  was  just  approved  and  the  investigational  drug 

was  just  supplied  by  Eli  Lilly  Corporation.  There  have  been  no  patients  assessed  in 
the  protocol  to  date. 

CONCLUSIONS :  Because  the  protocol  has  not.  yet  been  started,  no  conclusions  can  be 

drawn. 

FUNDS  UTILIZED  FY  SO ;  None 

FUNDS  REQUIRED  FY  SO:  None 


ADDENDUM:  The  protocol  has  not  officially  begun.  Therefore,  no  drug  has  been 

dispensed.  Drug  has  recently  been  received  in  the  form  of  coded  vials  containing 
pla  cebo  and  colchicine.  The  supplies  were  supplied  by  Eli  Lilly  Company.  These 
drugs  will  be  maintained  and  dispensed  in  the  Outpatient  Pharmacy,  and  xdien  the 
protocol  begins  the  patients  will  be  observed  for  any  possible  adverse  reactions 
related  to  the  medication. 


?c 


t 


[protocol  No:  J1425L 


Date:  10  OCT  80 _ f Protocol  No:  _l/*29_ _ Status:  <Cfnl  ori  m  ~A 

Title  of  Project:  Colchicine  Therapy  of  Alcoholic  Liver  l)i«;<hts*£r: - - - 

A  Mult  i. -Center  Randomized  Controlled  Study 


Starting  Date: _ _ [Estimated  Completion  Date;  5  Year? 

Principal  Investigator:  Lxc  david'a.  pf.ura,  M.i). 


Associate  Investigators: 


Key  Words; 


Facility: 

Depr/Svc 


Accumulative  MED  CASH 

Accumulative  Contract 

Accumulative  fjupj. 

Cost:_ _ _ 

Cost:  _ 

C  or,?:* 

1Y-;- 0  MEDCASE  Cost: 


Periodic  Review  Results: 
(to  be  rilled  in  by  DClj 


Study  Objective:  To  seo  ^  f  co.l.chicine  can  prevent  progression  to  cirrhosis 
and  alcoholic  liver  disease,  or  affect  already  established 
alcoholic  cirrhosis. 


Tecuuic;w  Appro; mil:  Refer  to  original  protocol. 


Progress  clurniv  FY—fjO:  The  protocol  was  ju:»i  approved  ano  the  J.uvestigati.onaj 
drug  was  just  supplied  by  Eli  Lilly  &  Company.  There  have  been  no  patients 
assessed  in  the.  protocol  to  date. 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 

Serious/ unexpected  side  effects  iu  subjects  participating  in  project: 

Conclusions:  Because  the  protocol  has  no l  yet  been  started,  no  conclusions 
can  be  drawn. 


Publications  or  Abstract:*,  FY  -ftO: 


Dote-:  0 t  _ _ _ ~T IToiosol  Ko:...143p  _ _ _ 

Tub;  f|i  Project:  investigation  of  Hie  pc»:  ent  i •  v-- r  j.our; 

pills  to  induce  local  esophagi;  is 


'.'.is: 


ib'.tccidm 

PinnT"' 


Stia-ting  Hate: 


_jjiaa-lQ5a, 


Estimated  Compl'dion  Date:  Pi  lot  pro  ject  completed 


Principal  Investigator:  James  V, 'alter  Kikendall,  NAJ,  KG 


Associate  Investigators: 

Ben  Boedeker,  CPT,  VC 

MC 

Facility:  ’dit'U): 

Lawrence  F.  Johnson,  COL, 

j;  JOpt/' 

HEP/ Cl  •-  I.’RAMC 

Wc.  VKT  hf,D.  -  VJRAIR 

j 

Iv  •  Words:  Esophagi  cir. 

Ac- ".ir.ud:Wva  ?.  •'  ’HCASE  ( 

0 0 »-■  !  ISA  .  j 

A  r*\ 

_ 

d;d:  . 

LA _ 

Or  |  '  '.•mmii' alive  Suj ip];. 

_ L- 

FY-SO  MHDCASE  Cost:  None 

:  Periodic  Ecview  .Results: 

(to  be  filled  in  by  DCI) 

'  Study  Objective: 

To  determine  whether  the 

opossum  is 

;  a  suitable  model  for  investigation  of 

the  potential  of  pills  to  induce  local  esophagitis. 


•Technical  Approach:  As  outlined  in  approved  protocol. 


Progress  during  FY-80:  Using  ascorbic  acid  and  calcium  lactate  tablet  s,  :i  1 

was  demonstrated  that  ascorbic  acid  produced  much  more  esophageal  injury  than 
calcium  lactate  in  the  tested  an 5 Rials.  V.’e  have  now  rcceivc-.d  approval  for  an- 


o the r  more  extensive  protocol  to  ei.i.l. Q££i 
Number  of  subjects  to  bo  studied  before  comp] 
Seriouj/unexpectccl  side  effects  in  subject:;  pc 


■ _ u non  th I? i  vrork, _ 

etion_fif  s'udyj _ 

rficipating  in  project: 


are  val  i.cl  for  study  of  this  problem. 


Conclusions:  The  experimental  procedures 


Work  Unit  No. : 


lft  1C 


Title  of  Project:  CALGB  #7391,  Hole  of  Pool  Operative  Radiotherapy,  am} 

Combinations  .of  Dactinomycin,  Vincristine,  Cyclophosphamide 
and  Adriamycin  in  Childhood  Rhabdonvyosarcoma. 

Principal  Investigator:  C,  Hematology-Oncology  Service 

■  Associate  Investigator; 

After  numerous  requests  for  on  annual  progress  repox',  or  this  project,  an  of 
20  Feb  81,  there  has  not  been  a  response.  This  progress  report  request  was  for  tbr 
period  30  September  1970  to  1  October  1980.  Wo  can  no  longer  delay  compila¬ 
tion  of  the  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report. 


PATH: .VO  September  1080  VVV'OIOcbi  ■  NO  CAI  ,CB ,  74 11  |  SiLTUiF: Interim*' 

TITLE  OF  PROJECT:  .  '  '  '  ~  j  Final 

Combination  in  Childhood  Acute  Lymphocytic  Leukemia 


STARTING  PATE:  14  April  1974 

PRINCIPAL  INVESTICATOR: _ Dr , 

ASSOCIATE  INVESTIGATORS : 

Dr«  Frederick  Ruynan. 


KEY  CORDS :  Cranial  Radiation, 
ACCUMULATIVE  MEDCASE 
COST:  None 

IT-80  MEDCASE  COST:  ~ 

None 


_  j  KSTIMATKO  'COMPLETION  DATE:  Closed  i2~Kov  76 

Johannes  D.lom _ _ _ _ _ _ 

,  FACILITY:  "  Walter  Reed  Army  Medical' 

:■  _ _ ___ _ Center _ _ _ 

SERVICE:  Heniatology-0r<colc>j;y  ~ 

_ _ _l  ' _ Department  of  Medicine _ _ 

Lymphocytic  Leukemia _ _ _ _ _ 

ACCUMULATIVE  CONTRACT  "  ACCUMULATIVE  SUPJ.’LY  ~ 
COST:  Hone _ _  COST:  Hone _ - 

v  fPERIODIC  RE VI Hi  RESULTS;  ' 


STUDY  OBJECTIVE:  . 

1,  To  assess  the  role  of  early  cranial  radiation, 

.  2.  Determine-  role  of  more  vigorous’  induction  for  high.  • 
•  risk,  patients,  •  - 

3.  Compare  three,  reinforced  maintenance  reghnena. 


TECHNICAL  APPROACH:  Standard  risk  patient  were  randomized  to  Keg  £  —  Vincristine, 
Prednisone,  Ketb.otx’exate  intrathecally  &  Lasparaginase  Reg  H  <-  same  plus  .  . 

cranial  radiation*  High,  risk  patients  were.  randomized  to  Keg  XX.  Keg  XXX 
this  .arm  is  identical  to  Keg  XT  but  includes  Dauremycin. 


PROGRESS  DURING  FY-80:  Note  protocol  closed  in  1976,  Six  patients  remain  on  study 
Follow-up  is  pending  on  two.  Four  remain  iu  complete  remission.  ' 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY:  None _ 

SERIOUS / UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 

- _ • _ _ None _ _  .  _  .  1 

(,ONCLUSION5> :  gee  1978-79  Annual  Report 

Dr.  Ruyraan  has  stated,  he  will  provide  subsequent  follow-up  for  annual  report. 


PUBM .CAT JONS/ABSTRACTS ,  FY-80: 


Work  Unit  No. :  1528 

Title  of  Project:  CALGB  #7301,  Clinical  Trial  of  Radiotherapy  and 
Chemotherapy  in  Managing  Non- Meta, static  Ewing's 
Sarcoma. 

Principal  Investigator:  C,  Hematology -Oncology  Svc 

A?:  so  crate  Investigator: 


After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
20  Feb  81,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  September  1979  to  1  October  1980.  We  can  no  longer  delay  compila¬ 
tion  of  the  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report. 


"kATKT  30  S .  p t  or.ibV rj?80~'.  | mmiCOL'N* • :  _  ‘  ALGB  . 

11.  Ll.i,  01  1K0JF.CI.  Co:.il, L nation  Radiotherapy  and  Cluvo- 
therapv  of  Stage*.  IT r  Hodgkin’s  Disease  tPiiase  J.IJ; 


V.'OIUC  UNIT  HO.  1WZ 

STATUS : ' ~lTi v oriiT  X" ' 
F  i  ii a  1. 


STARTING  DAT;:":  "6/26/74 "cALCif  '  ]  ESTIMATED  COMPLETION  DATCT 


PRINCIPAL  INVESTIGATOR:  Jeffrey  L.  T-^rcnbcrg.  Ml),  LTC.  MO 


ASSOCIATE  INVESTIGATORS: 

FACILITY 

Walter  Reed  Army  Medical. 

Ce.n  ter 

SERVICE: 

llematology-Oncol  ogy 

Department  of  Medicine 

' KKY  WORDS :  Combination  Chemotherapy  Hodgkin's  Disease 

ACCUSiULATIVETlEDCASE .  ACCUMU I. AT  i" VE  CON  TE A  CT 

COST :  None _ '  COST :  _ Hone  .  _ 

pV^TxODIC  WfvmT 


FT- 80  KEDCASE  COST: 


•Tone 


ACCUMULATIVE  SUPPLY 
COST:  None 

FemjltsT . """" 


STUDY  OBJECTIVE:  Prirua«y:  To  d.  t ermine  .51  >  induct;] on  chemotherapy 

fol 1  :t-red  by  single.  agent  Tin i n ten an ce  therapy  .■ndncer.  c’i  f  ferovp’  I  requeue;!  os  of 

irrad.Uit  Lr..  ’.RIB)  Toi.a.l  nodal  xl  lu.Uxivr.  ;  i:-j;uO!  <ie.*  i-.yj  ..mu  •>/  Chemotherapy 


followed  by  total  nodal  RT. 


TECHNICAL  APPROACH:  Chemotherapy:  Vincristine  1 . A  r.ig/M^/week  IV  x?. 

Procarbazine  .100  mg/ l-j2  day  1-14,  DC 
BCNU  HO  mg/M*  iv  day  1  .  '  . 

Prednisone  AC  mg/ 11 2  po  day  1-14 
RT:  Total  nodal  irradiation  ten  out  of  .15  achieved  a  C.R, 


N 

PROGRESS  DURING  FY-8CL  Three  of  these  r  ‘onto  relapsed.  Overall 4  are  lost 
to  followup.  VRAMC  La  no  .longer  enter  .in..,  patients  on  this  .study.  No  nevr  pntieni 
during  1980. 


kukskjTof  s u bjkctsIto  m  sru d  ri: i)’j; e eor t:  com i>i ,rn. on  of  sti mv f 

SERIOUS  /  lili EXPECTED  SIDE  EFFECTS"  IN  SUBJECTS  PARTICIPATING  IN 

None,  at  WRAMC,  See  below 


catJgb  86 

PROJECT: 


CONCLUSIONS: 
toxicity  and 


Chemotherapy  followed  by  radiotherapy  Lad  increase,  bone,  marrow 
this  arm  was  dropped  as  CALGB. 


PU  r  L  T  CAT  I  ON  S  /ARETE  AC  I . 

Jnc  reused  Toxicity  of 
ASCO,  Vol.  20,  March 


I’Y  80:  ct  T  ...  . 

Stuzman,  7..,  Nisce,  L. 

T-  :  al  K-.idal  Triadtnl  i  o  n  Foil  owl 

19/9,  page  391,  fC4.ll. 


and  Friedman, 
ng  Combi nati on 


M. 

Chomo  ther.'i]iy , 


_  _  ;v  "•  . -  . WORK  UNIT  i  .15:54 

liA’rr. :  *.io  September  i.9Ro  ~ f i*l :fr.ra cioi Ti 6 ’r_"~  ti a* - 7523 _ i  r;  r//j  ij  :T  i .<*?  ilri  . 

T 1  T1  .if  6  r  ’ '  V  AC)  J  EC  fV  Coin  j  >  a  cat  i'vc  SLutfy  "of'  Hie  Value  of  '•  . ”  Final  ~ 

iuno therapy  vi  t.h  HER  an  Adjuvant:  to  Induction  and  Two  Ma in L nuance 
i-Kotherapy  Programs  in  Acute  Myelocytic  Leukemia 

STAUTIMC  "DATE:'  rKay"157?)'  ~~  1 '  KSTiTiVCEir ’ ^MPLEt7c7m  ~DATK :  X0~JuhF'I977 

PRINCIPAL  It! VEST! GATOR:  “Hlr  .'Jbluimief;  Blow 

ASSOCIATE  INVEST  i  GATORS:  *.  VaCIUTY:  Waiter  Reed  Army  Tied  J.  cal 

i  Center 

Dr.  Jeffrey  L.  Berenber,  LTC,  MC  ;  SERVICE :  Hematology-Oncology 

_ _ _ _  Department  of  Medicine 

KEY  WORDS  : _ MKR.  Immunotherapy.  My.leocy tic  Leukemia _ _ _  _ _ _ 

ACCUMULAT I Y£  luiDCAS  E  '  |  ACCUMULATIVE  CONTRACT  [ACCUMULATIVE  SUPPLY 


FI- 80  MEDCASE  COST: 


PERIODIC  REVIEW  RESULT 


SxUDY  OBJECTIVE:  To  determine  whether  HER  immunotherapy  increases  remission 

rate  or  duration.  2.  To  compare  •monthly  maintenance  with  ARa-C  and  6-t.hiocjuanine 
CGXG)  with  alternating  cycles  of  ARA-C  and  GTG  with  vir'ristine  VCR1,  dexanetbasone 
and  ARA-C. 


TECHNICAL  APPROACH:  p.  Standard  induction  with  ARA-C  1 OOmg/li-/ day  by  continuous 
infusion  for  10  days  plus  Dauncmyein  45  mg/ii^/day  T.V  push  on  days  1, 2,3.  3.  Three 

maintenance  arms,  two  including  HER  1  of  these  with  cycling  VCR  and  d exam e than one. 


PROGRESS  DURING  FY-80;  Five  patients  remain  alive.  Four  are  still  being  followed  on 
the  protocol.  One  was  transplanted  and  is  still  in  CR.  These  patients  will  be 
followed  for  long  term  toxicity  and  survival. 


LUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY:  None 
SER toils / u ; ; expected  sj.dk  effects  Tn  suiukcfs  PARTIC1 FATING  IN  PROJECT: 

None  observed  in  past  year^_  _  _ _ _ 

CONCLUSIONS:  ", 

See  1978-79  annual  report. 


PUBT.T CAT  f. .') NS/ABSTRACTS ,  FY-80:  Cu  timer,  J.  et  al ,  A  Controlled  Trial  of  Cher.io- 
iriatinoth'-.rpy  in  Acute.  Myelocyte  Leukemia..  Proceedings  of  NCI  Immunotherapy 
Con  Cert- nee,  April  19  SO. 


Jin'-'  s'.-ptV-n!;.-/  i  9.vj"_"  ji"  t'i.  > :  CATXIU  7581  .  ■  ... 

T 1  TLi;  Oi'  VEO..EC!':  Long  Term  Surgical  Adjuvant  Systemic  j 
ChenoLlierapy  with  or  without  Adjuvant.  Imnu iuo  t  h  or  apy  ■;  Mammary 
Carcinoma. 


WORK  UNIT  NO.  1535 
:  _  •  <.i  ■  ,  X 


START  1  NO 


|  I  S  !  ,  •  :•.! 


ASSOCIATE  I NVESTICAi JHS : 

FAC! la  I  :  : 

i  ■  :  ;•  •<  <!  A  i  :ay 

'  :cl i  t  .!  ! 

SERV i  * :  :  !'• 

... »  :  •  y\* - 0; 1 1  ( j  .1  1 1;/, 

KEY  CORDS :  Mammary  Carcinoma 

.  •" . 

ACCUMULATIVE  MEDCASE 

ACCliMIH.A'I  IV 

COST: 

COST:  _ 

I’Y-80  KERCASE  COST: 

|  ‘FEU  I 

'  .(I;  of  Mi ■  <1  ] i  5i*.- 


ACC.UNIII.Al  t  V SUj'f'I.Y 

cos  r  ■. 


FEU I  (-;»[(:  uiA'Ki.  RESULTS: 


SiiDY  OdJt-ClIVK:  x.t  is  the  specific  aim  of  this  study  to  ascertain  if  therapy  with  3 
active  ;  ■•nip.  plus  nonspecific  inauuno:  liiaulatlou  .  superior  to  the  3  active  atyu to 
alone,  ox  given  in  combination  with  vincri  •  i  no  am  ■:> redninone,.  Tire  criteria  for  as.*. 
Kent  will  be  the  disease  free  interval  of  breast  cancer  patients  with  4  or  morn  punitive 
axillary  nodes  disc*-  -cared  <:  *  ■  el  orr.y.  A  enroll  ary  comparison  !  n  1  ha  his  tin  :,;i  1 . 

t  .inn  .Lit  .  pat  u-.n  t  gto*ap  i  •  .i  t.i  x..i  x  ,iy  n raged  an. I  cipcrnt  ea  wueii  .i.o.I.  .towed  hy  observation  a.'.i.:.. 
or  by  3  active  agent  therapy  in  Milan  will  he  utilized  for  an  additional  comparison. 


TECHNICAL  ARE LOACH :  This  study  will  compare  the  length  of  the  disease  free?  period  and 
survival  in  fetaale  patients  having  operable  breast  carcinoma  with  4  or  -more  metastatic 
axillary  nodes  treated  with  a  5  drug  combination,  with  a  3  drug  combination,  or  with  the 
3  drug  combination  plus  nonspecific  immunotherapy  with  MEIC,  the  therapeutic  choice  being 
determined  by  random  allocation.  Following  radical  mastectomy  (with,  but  preferably  with¬ 
out,  postoperative  radiotherapy)  and  stratification,  patients  will  be  randomly  assigned  to 
receive  induction  treatment,  followed  by  random  chemotherapy.  Patients  should  be  proved 
to  be  free  from  metastatic  disease  by  films  and  scans  wherever  possible.  Chemotherapy 
(CONTINUED  ON  REVERSE  SIDE) 

PROGRESS  DURING  FI-80: 

A  total  of  41  patients  have  been  entered  on  study  at  WRAMC,  of  than;  4  have  developed 
progressive  disease,  2  have  expired,  and  34  remain  stable  with  no  evidence  of  disease, 


NUM3KK  CF  SlTUrCTS  TO  HE  STUDIED  PI.  PORK  Cii'L-'LXi  I  Cl;  OK  MUD/:  800 

SERIOUS  /  i'NK.  XPIXTI-Iirs  iVl-i  EFFECTS  IN  TiliibUXlS  PART  ICU'Ai  •  NO  iYi  PROJECT :  ~ .  . 

CONCLUSIONS :  As  of  April  1980  accrual  is  approaching  800  patients.  Although  the.  regimens 
have  not  yet  been  decoded,  one  regimen  has  a  statistically  significant  better  disease- 
free  interval.  This  study  is  closed  as  of  April  1980. 

FI i El. 1  CAT  ,VT.;/  AUS!  RAC  I  S  ,  KY-oO : 


con  t  i  ^'jy )  rou  ti’.o in t  ca c  avppqa q i 

will  begin  2  to  4  weeks  after  mas  tec  to  ray 
chemotherapy  must  bo  delayed  until  4  to 
is  despite  d i s courages sat: .  Chora therapy 
o£  treatment  failure  liar,  occurred  or  unt 


Jf  postoperative  radiotherapy  is  used 
after  completion  of  rad  loth  crapy 
continued  until  cither  ev  /  douce 
whichever  is 
chenio therapy  beyond  4 
or  beyond  16  weeks  from 
patient  ineligible  for  study,. 


ft  weeks 
will  he 

il  2  years  have  c-lapsed 

earlier.  Postoperative  complications  which  force  delay  c£ 
weeks  from  mastectomy  in  the  .absence  of  radiotherapy 
nar.  tec  tony  if  radiotherapy  is  given,  will,  fender  the 


WORK  UNIT  KO.J537 

DATE:'  3Q'~ScptVriabo7~ii)60  'IYkOTOCqC  NO  r'CAlTCff  7331  _ f  . ’_f]n r«*VJfV  X 

i  L'i'I.K  OF  PROJECT:  Combination  Chemotherapy  and  | _ _ _ Filial 

Radiotherapy  for  Stage  IV  and  III  P.  Hodgkin's  Diseas" 

STARTING  DATE:'  8/ 5T7T "activated jF.GTIU'.  Hi)  CO.  M.KT'ION  DATE : “  Til osed~ 
PR1 NCI PAL "INVEST I  PATOU Je  f f  rey  L .  ~  Bcrcnbei: g ,  H.D.,  LTC7'HC 


ASSOCIATE  INVESTIGATORS: 

FACILITY: 

Walter  Reed  Army  Medical 
Center 

SERVICE : 

Hematology-Oncology 
Department  of  Medicine 

K K.Y  WORDS  :  Combination  Chemotherapy,  Hodgkin '  s  S  tage  J.V 


ACCUMULATIVE  MEDCASE 
COST: _ None  _ _ 

TY“8T'MEi)CAS'rCOST'r 

None 

STUDY  OBJECTIVE:  1.  Compare  remission  frequency  and  duration  of  twelve  versus 
six  monthly  cycles  of  CVPP.  2.  To  determine  if  radiotherapy  augments  efficacy 
six  monthly  cycles  of  CWI1.  j,  To  determine  if  r.v'i  i o the ropy  given  between  c;y- 
3  and  4  is  preferable  to  that  after  6  cycles. 


TECHNICAL  APPROACH:  Chemotherapy  CCNII  75  mg/M2  p.o.  day  1,  Vinblastine  4  mg/M2  iv  day  1 
and  8,  Prorabalie  100  mg/JM2  p.o.  day  1-14,  Prednisone  41  mg/ 1 12  pedal-14,  Radiotherapy 
2500  rads  in  4  weeks  to  gross  disease. 


ACCUMULATIVE  CONTRACT  ACCUMULATIVE  SUPPLY 

COST:  _  Hone  _  COST;  None 

TperiodtcT  review  1?es  iIlts": 


PROGRESS  DURING  FY-80:  WRAMC  entered  seven  patients,  six  achieved  a  CR  3  pal. inn i 
remain  in  complete  remission.  No  follow-up  data  available  on  the  one  at  this 
time.  One  of  the  two  CR’s  have  relapsed.  CALGB  entered  256  patients. 


"NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLEYiON  OF  STUDY ;  GlbsonT  at”l?RAi:fC" 


SERI OHS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 
None 


CONCLUSIONS: 


None  of  the  treatment  regimens  appears  superior  to  date. 


Pi  BI.TCAi  rONS/AUS  I  RACi  ,  IV  80:  -j .  Gotlieb,  AJ  et  al,  Nitrosoureas  in  the  Tlierapy  of 
Lymphomas  (manuscript  in  preparation)  2.  Rafla,  S  el.  al,  Toxicity  and  Prel  j.m  in  ;  ry 
la  :  ults  of  Combined  Radiotherapy  and  Chemotherapy  in  Hodgkin’s  Disease.  ASTR,  Oct  1079 


■  v.ro;uc  unit 

l>AIt:_  30  September  1980  _  [PROTOCOL  NO:  CALuC  7 5  1  --  I  S I A’j  i ! S  : 

ili'i-K  Oi  PROJECT:  Combination  Chcamo  therapy  ;mc!  [ 

I r.R.;uno therapy  for  Previously  Treated  Stage  ill  I'.  t<  IV  Hodgl'.ip ’ «  Oise. 


).'().  .1  VI « 

lot  r-  J.-  j  i  ;  X 

Finn  1. 


STARTING  PATE : _ 7 /?. B/7-S 

i ' R INCH PA1 .  INVEST!  CATO R:_ 
ASSOCIATE  INVESTIGATORS : 


_ J _ ”  ['ESTIMATED  COMPLETION  DAT E £  " 

j.TC  Jeffrey  L.  Berenberg,  ii.D.  >  1IC 

I  FACILITY:  Walter  Reed  Army  Ke.dj.cal. 


_ _  _____  _ Center _ _ _ 

’.  •  SERVICE:  Hematology-Oncology 

_  _ Department  of  Medicine 

KEY  WORDS:  Hodgkin^s  Disease 


ACCUMULATIVE  KEDCASE 

COST :  None 

ACCUMULATIVE  CONTRACT 

COST:  None 

ACCUMULATIVE  SUPPLY  .. 
COST : 

FY-80  KEDCASE  COST: 

Lone 

PERIODIC  REVIEW  RES 

ULTS : 

STUDY  OBJECTIVE:  1,  Comparison  of  two  different  four  <3rug  regimens 


2.  To  explore  alternating  regimens 
3  v  Examine,  contribution  of  TIER 


TECHNICAL  APPROACH:  Reference  appended  schema*  'Rote  addendum  $5  discontinued 
nainsengne  chlo'igmhueil  addenduta  #6  dxscon  turned  HER  (ifiethanal  extractable  • 

■ .  •  •  .  residue  jjc;g) 


PROGRESS.  DURING  FY- 80:  WKAMC  entered  six  patients.  3  patients  remain  in  complete  ‘ 
remission.  Ko  new  patients  are  being  added.  CAT, CP.  entered  21  patients  in  .1980, 


NUMBER  OF  SUBJECTS  TO  PE  STUDIED  BEFORE  COMPLETION  OF  STUDY:  80  CALC® 

S  CRT OU5  /  UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  FART  1 01  PAT  I N  GIN  FROjTcf:"  .  '  . 

At.  WRYvX^.o.ite^p«tLLcDi_ilBVcJj}j^d.xtcute_3siy:elogeQu.s  leukemia,.  one  patient  developed  clu on  if. 
CONCLUSIONS :  renal  failure  2°  to  Steptozo.toc.in, 

.1  .  T'KR  is  c>f  no  value  In  remission  —  duration  or  maintenance. 

2.  Patients  with  prior  chemotherapy  have  a  worse  remission  duration. 


PUBLT  CATIONS /ABSTRACTS ,  FY -80: 
Coleman,  11,  et  nl ,  Combination 
AST 0,  Vol  20,  ’'avrb  1.979,  page 


Cancer  .Cl  laical  Trials  --  pend  ing  publication 
Chemotherapy  in  Ad \n  heed  Recurrent.  Hodgkin's  D.i 
428  fC  50 8 
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WORK  UNIT  NO.  .1.539 


DATeY . 'Vo  S  ■  :i V oi'ii)C> 1980  ( PRO i'0(":OI.  NO  :  CALEB  7541 

Tlfp” OF  "prtiUECT :  CAl.OB  Prot  ocol  7541:  Combination 
Chemotherapy  and  Immunotherapy  In  JVoviosly  Untreated 
Stage  Ill  and  IV  Neuroblastoma.  A  i’haso  ITT  Study. 


|  STATUS  In:  f/j-Ti.r  X 

!  Final"' 


starting  date  : _ _ _ 

PKirxi  V* At-  VxVr^iL^Vi'OR:- 

ASSOCI  ATE  I  N VEST  I.  GATORS  : 


KEY  WORDS: _ _ 

ACCUMULATIVE  MED CASE 
COST: 


|  ITi  i  I  y..\  1 !.  )  t .( ’T‘;' i . L  i'  i  UN  DA  i  L  : 

1/TC  JcitVey  i..  ! :ercnbcrg,  AIC 

FACILITY:  V.nlier  Peed  A  cey  Medical 

_  Center 

SERVICE:  Hemal ology- Oncology 
> _  _ Depart  neat  of_  Medicine 

accuI  ni  7  Am'Tf 'c^-rr  RAcr 

COST : 


ACCUMUJ.AT J  V!i  SUPPLY 
COST: 


FY-80  MEDCASE  COST: 


PERIODIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  x0  evaluate.  the  role  of  triple,  drug  CVineri.:;  t  ina,  Cyclopbopbai/i  i de,  s 
and  Adriamycinl  combination.  chemo therapy  iu  proyfou  .-ly  '.a  x  ed  ."cage.  T.TI.  and  .  V 
neuroblastoma.  To  evaluat  e  i  he  immunological  responsiveness  of  patients  vri.Lh  d;i  n semir. 
ted  neuroblastoma,  Loth  prior  to  and  during  ’  Lerapy.  To  «:  aluate.  the  role  of  an  a 
C’TEi!)  though!  capable  of  s',  ft.ul  a'  .!  r:g  '.cal  x>  i  oj  i.  i.  or. .  ■  ■ oJ  ;  in 

patio;  d  !s  immunolog.?  cal  reactivity  (to  skin  i.ootc)  md  in  tunas  oi.  possible  cent  rib  tic 
to  prolongation  of  median  survival. 


TECHNICAL  APPROACH:  Vincristine.,  Cyclophosphamide,  Adriamycm,  versus  Vincristin, 
Cyclophosphamide,  Adriamycin,  and  HER. 


PROGRESS  DURING  FY-80:  Five,  patients  have  been  entered  at  WRAKC.  One  patient  was 
ineligible  Because  of  prior  treatment.  Two  patients  have  expired  on  day  80. and 
day  700.  Follow-up  is  pending  on  the  other  two. 


LIT  ML  SI  OF  SUBJECTS  TO  BE  STUDIED  UK!  Old:  O'MPEETT  ON  OK  STUDY: 

St:p.T6us7uNNixVEifm)‘Wi)E  effects  in  subjects  parti ci  paving  k. 

None 

CONCLUSIONS:  Both  regimens  were  effective.  i>ut  no  conclusions 
meeting  of  CALEB. 


..Closed.  to,.p.t. _ entry 

PROJECT: 

nadr  as  of  April  80- 


PUIII.I  CAT  I  ON 5! / A 'IST PACTS , 


FY- 80 : 


None 


ACCUMULATIVE  ME DC AS E 
COST:  _ 

fy~80  me dc as:;  costT  " 


ACCUMULATIVE  CONTRACT  ACCUMULATIVE  SUPPLY 

COST:  COST: 


PERIODIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  j  t  'jfo  develop  o  combined  radiotherapy/ chemotherapy  regimen 

•  of  intent  •  ■  • 

i  i  i :  j-j  im  i  :_o  ■  ■.<  ;  <■  .  ■  .  ■  ■  :  '■  troxaio  ;ir 

Con::  olid  a  I  i.ou. 


TECHNICAL  APPROACH: . 


See  detailed  outline,  in  IffYN  ->0  report. 


PROGRESS  DURING  FY--80:  Study  clone  vi  tl»  cUnecv,  i  in  \<ng  *./  ..  x\  i  a  trie  .jegment  of 
CALCS .  One.  V.’RAKC  patient  alive  in  jrent$s&ion  vi  1 L  be  i  oil owd  for  survival 
nml  toxicity'. 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY:  Hone 

S.ERToUS/UNi EXPECTED'  SI DE  E  ERECTS  JH  Sl)I(Jj:C:fs  'PARTICIPATING  IN  PROJECT': 

None 

CONCLUSIONS :  Study  nimbi  io  completed  because  of  closeout  of  Pediatric  CALC 


Title  of  Project:  CALGB  #758^,  Adjuvant  Chemotherapy  in  Osteogenic 
Sarcoma.  Adriamycin  Versus  Sequential  AdriamyCin- 
Cyclophosphamide. 

Principal  Investigator:  Chief,  Hematology --Oncology  Service 

Associate  Investigator: 

After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
20  Fob  fil,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  2,0  September  .197.9  to  1  0:‘Ober  1.980,  We  can  no  longer  delay  cornpHa- 
tjsft  of  the  reports  submitted  by'  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report. 


l'.Yl'E:  30  Soptemhor  .1080  {PROTOCOL  NO:  CALC!'.  7651 

Yi  T  i . Y.  Or  l’KO.i  EC  t :  Co'.dci  nation  Chemotherapy  For  Stagey 
III  and  IV  Lymphocytic  Lymphoma  In  Adults  with  or  vi  thou 
1 'tdio  therapy 


dork  unit  1:0.  _jy»3 

STATU  >  :  I  n  1  e  r  ii.i  7 
.  F:i  n  a  1. 


:•  i'AUTIuG  DATE:  377. 0/76  [KSTJMATKI’)  COMPLEXION  DATE (JV*) 

iitlkcIrAI.'  IKVl^CIGAVcJRr  3el  Frey  L.  'horenb or  g,  1LD.  7  LTC  )1C"' . 


ASSOCIATE  INVESTIGATORS : 


•;i;Y  WORDS:  Lymphocytic  Lymphoma 

ACCUFiuIm'vFMEDCASE  _ 

COST:  None 


FACILITY:  Walter  Reed  Arn:y  Medical 

_  CenJLer_  _ _ _ _ _ ■ 

SERVICE:  }!  c.aatology-Oacology 

_ Department  of  Medicine 


ACCLTMCLAT IVK  CONTRACT 
COST:  None. 


xY-80  MEDCASE  COST: 


None 


ACCUMULATIVE  SUPPLY 
COST : 


PERIODIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  ,  *  , 

1.  To  column  improvement  rn  remxssxon  mductxon  of  lymphocytic 

lymphoma  By  adding  Strep  teal  grir.To  Vincristine  and  Prednisone. 

2.  To  examine  the  role  of  radiotherapy  to  Bulky  disease  sites  .in  improving  remission 
rate  and  duration.  ' 


it-CtlwICAL  APPROACH:  Chemotherapy  to  all  patients.  Streptenigrin  1  ng/H^/week  po  x  6 
weeks  Vincristine  1  lapjvff-  XV  x  A  weeks.  Prednisone  AO  rog/li?-  po  x  6  week.  Maintenance 
K'C  3000-4000  rads  to  Bulky  sites  followed  By  (CVP)  Cytoxan,.  Vincristine,  and  Prednisone 
or  only  CVR.  *  .  ...  • 


PROGRESS  DURING  IT-80:  15  patients  entered  at  WKAMC.  Seven  achieved  a  C.R.  3  patients 
have  had  progression  of  disease.  1  new  patient  failed  to  attain  C.R,.,  h  patients 
are  in  complete,  remission  still.  .CAT. OR  entered  2.5.1.  patients. 


.'UMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETfON  OF  STUDY:  None 

: IRIOUS/ UNEXPECTED  SIDE  EFFECTS' IN_  SUBJECTS  PARTICIPATING  IN  PROJECT:  Radiation  hepatitis. 

:’o  patient  developed  radiation  hepatitis?  Enhanced  By  Vincristine. _ _ _  . 

•INCLUSIONS :.  1.  RT  produced  increased  toxicity  to  Bone  marrow  and  liver  without 
Improving  the  nuiaBer  .or  duration  oi  remission. 

JilLT  CAT  JONS/  ABSTRACTS,  FY-  80: 


See  report  on  CALC*;  7652. 


WORK  UIJIT  NO.  1544 


) i.-VIK:  30  Sept  tribe.  r_  1980  _  [PROTOCOL  KO:  CALGB  7652  _  IStATHS:  J  nt crim 

TITLE" or "PROJECT T  ' . . . ~  .  . .  . .  {  Finally 

Combination  Therapy  of  Stage  lit  and  IV  Histiocytic  L>T,pho;::a  . 


START) Ml  nATK:  _  '  _ [  KSTJ. N  Yi'K.D  COMPLFTl O'.  DATE:  ■  iosed 

PRINCIPAL  muSTroVTOR:  I)r~  'Jeffrey' Ti.  bcrenberg,  I/iC,  MC  .  '' 

ASSOCIATE  INVEST l GATORS f~  "‘  “  . . .  WvCJ  LITyT  Wal  ter  Reed  Array  Medical 

>  _ _ C‘  •:!  <-  ‘  __  _ 

SERVICE:  llc-r-cology-Oncoiogy 

_ _ _ _ _ _ _ _ _ _ Department  of  Medicine 

KKY_  WORDS : _  Histiocytic  Lymphoma  ' 

ACCUMULATIVE  MED  CASE  "  ACCUMULAtTvF' CON'fRACf  rACClIMULATIVE  SUPPLY- 

COST:  __  Rone _  COST:  COST: 


FY-80  M-.DCASE  COST: 

Hone 


ACCUMULATIVE  CONTRACT 
COST:  _ 

j-j^Yowc'Fivm 


REVIEW  RESULTS: 


Sjtn\  OaJLCilX.  :  To  determine  if  Strep t onigr in  increases  the  response 

potent  j  ..a  of  Vincristine  and  Prednisone. 

2.  Explore  consolidation  radiation  therapy 

3.  Evaluate  consolidation  with  Adr  ' amyci ti 


TECHNICAL  APPROACH:  1.  Induction  with  Vincristine  1  mg/M^-,  Streptonigrin  11  m/M^ 
and  Prednisone  AO  mg/ii^  po  day  1-47 

2.  Consolidation  varies  with  Cytoxan,  Vincristine  and  Prednisone  vs  Adriamycin, 
Vincristine  and  Prednisone  vs  radiation. 


PROGRESS  DURING  FY-80:  Three  patients  entered,  two  failed  therapy,  j.  patient 
remains  in  complete  remission.  CALGB  entered  no  new  patients. 


NliMBER  0 ? "FUF^cirijlTb  BE  STUDIED  HKroR>rc6MPLKTJTO«  0F_  STUDY :  __  NcmV 
SERIOUS / UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PART1GU  PATINO  IN  PROJECT : 

Notv  at:  WRAMC,  Vincristine  potential  Hepatic.  Toxicity  of  Radiotherapy  in  CALGB 

CO., CLUB  1 0.0  :  This  therapeutic,  regimen  :i<;  inferior  to  current  treat  ment:  expc 

methods.  The  remaining  patients  will  be  followed  for  survival  and  long  term 
toxicity.  Any  toxicity  will  he  reported. 

PUnLICa  •  JO..  A/ABM  RACiS ,  FY-80:  GJ.ir.kman,  A.,  Vincristine  Enhanced  Hepatic  Radiation 
Toxicity  ASCC  May  1979,  Vol  20,  page  318,  f  (VI  1 4  . 


1980  _  jn»TOCOL  KO:  'CAL(:i-  >61  »' 
TITLE  Of  PROJECT:  Treatment:  oi  Acute  Lymphocytic  Leukemia 
in  Patients  Under  Twenty 


KOJX  UNIT  KO.  3Vif>  _ 
S T/V!  US  Interim^  >• 
Final 


••.TAUiTNC  DATEj  __  _  |  ESTIMATED  COMPLKT IPS  DATE:  Closed  16  July  3.979 

ViUNCIPAL  IKVESTidATOR:  Johannes  I’.loni,"  li.D.f  "  ~  ~  '  _ I I  • 

FACILITY:  Walter  Weed  Army  Medical 

Ce  nter  _ ^ _ '  . 

SERVICE:  Hematology- -Oncology 


ASSOCIATE-  INVESTIGATORS: 

Frederick  K.B.  Reyman,  M.D,,  LTC  MC 


Pi -80  MED CASE  COST: 


PERIODIC  REVIEW  RESULTS: 


None 


|  PERT.O 


REV  WORDS:  Acute  Lymphocytic  Leukemia 

ACCUMULATIVE  MEDCASE 

COST :  None 

ACCUMULATIVE  CONTRACT 

COST :  None 

ACCUMULATIVE  SUPPLY 
COST: 

. 

. _  .. _ 

_  _ 

STUDY  OBJECTIVE:  1.  To  test  whether  high  dose  Methotrexate  can  substitute,  for 
cranial  irradiation  in  decreasing  the  incidence  of  CNS  .leukemia, 

2.  To  test  whether  consolidation  vrtth  high  dose  Methotrexate  can  increase  the. 
duration  of  remission. 


TECHNICAL  APPROACH:  Induction  with  Vincristine.,  Prednisone  an  T  .  Asparaginase  50% 
oi  Patients  v/Ll.3.  receive  high  dose.  Methotrexate.  500  mg/H%  >:?.  du  t  consolidation,.  _  . 


PROGRESS  DURING  FY--30:  VRAMC  entered  7  patients.  Three  remain  in  complete,  remission, 
out  of  6  who  acld.eved  complete  remission.  CALEB  entered  634  patients  75%  of  low 
risk,  patients  remain  in  complete  remission  at  three  years.  60%  of  high  risk- patients 
are  in  remission  of  three  years.  - 


:.j:-?DF.U_  OF'SUBJKCTS  TO  hi:  STUDIED  BEFORE  COMPLETION  OF  STUDY: _ None 

. h . f 01 J  S~/U N  E X P E CTED  SI D E  EFFECTS  if!  SUBJECTS  PARTICI PAT IN(T  IN  PROJECT : 

Severe  Mucositis  secondary  to  high  close  Methotrexate _ _ . 

A  -.‘TcUiSIONS:  '  . 

See  1978-79  report,  unchanged. 


;  t  r  CAT r ON’S / ABSTRACTS ,  FY-  80:  Abstract  will  he  presented  at  spring  ASC0  meetings. 


VfORIC  Ui;lY  KO,  1547 

'■  'h.VUsV  '  :  t  '  : 


V. AYE S-. :  t ei-.be :  IhSO  „(>*•  ‘.VOW-  ’:i';  CM. Cl-  7682. 

7ITI.K  C;  Thud  IXT:  Combination.  Chemotherapy  or  •'".nowo-  i  . .  [ 

I. r.^auno therapy  for  Metastatic  Recurrent  >r  ino.u  raffle  Cn.  -nr.  a  of  the  Br ear. t  ,  1  ’yr'-xitv  -  r. 
Regimens :  Cyc I ophosphamidn,  AclrroiaycTn  .  i-Fluo  •oracij  vs.  '  ci ophosphamide,  /•.driaiayciri. 
5-V Umronr actil Ali^ristine^Vrcdnison'*.  vs,  Cyclophosphnroid o,  Kethotvcxate, ..(COXX  OR 

STAKT  Kfcl&l  E ' ' ~1976  . . |  '  n‘v 

I'KIKCIPA!.”!' NVES'ri CATOR:  LTC  Jeffrey  L.  Berenberg,  KC 
ASSOCIATE  V’CVksTiCA'I'ORS  . . 


KEY  WORDS  j_ _ 

ACCUMULATIVE  MEDCAS; 
COST: 


F/-80  MEDCASE  COST: 


l'ACi  1. 1  '  Y  :  '.-.'a  i 

l  '.  *  t  ■ 

Slf:- V !  i:  'i.  . 

i(  -;..i 


ACCUMULATIVE  •.  OK ;  ::.V.  r 
COST: 

1 - 


OATS : 

•  Vi  Array  K:di7 

r 

i  :■  >!.■  !>  1  ogy 

;  *  I  i  i  f  y.i * d  I  r  i  I 


;  ACCUMUI.A'i  I.VE  sdi' I'i.Y 
,  COST: 


1’KKIOIiiC  !!KVI!S.  W-VUi.TS: 


SIILOT  OjJi.CIIVE:  ,j.G  compare  the  remission  induct  lev  :  ;.quency  and  duration  of  the:  C-.h 
and  the  CMF  combination  3  ndlviduclty  with  the  fiv-  dvi  '•enhinati on,  CAFVP,  vh  i  oh  ape  ;  art 

to  ha  th-'  com -A Cxuiticn  tiro;;..::::  in  C A1.:':;  s;i  n.i.  /  / .  AnTum:  the  .■<>  •.  mi: 

of  TIER  to  each  of  the  three  combinations  increases  the  remission  induction  frequency  or 
prolongs  the  remission  duration,  or  both. 


•*  ltC5iNi’  '*  ‘  l';  '  '  Prior  to  randomisation  for  treatment 

according  to  dominance  of  metastatic  area,  visceral  osse.ou 
develop  either  less  than  one  year  from  diagnosis  or  equal 
iron  diagnosis. 


,  patients  will  he  stratified 

b  soft  tissue  which. 

to  or  greater  than  one  year 


PROGRESS  DURING  Fi-80:  n  p  ,  „  . 

Of  12  patients 

of  disease.  Three  patients  have  expire 

developer!  progressive  disease. 


entered  on  study  at  W’AKC  only  one  remains 
and  the  remaining  eight  patients  have  all 


free 


MUKiSKK  OK  SUBJECTS  Jjp  JiE  S '1U Ej i r.Yi K 10 : { i !  (ioMh.K  ItoN  or  diT’MY  :  Closed  " 

SERIOUS /llFXPECTED  SIDE  EFFECTS ‘iN '  sUHdECTS  VaKI I CIKA i! NO  Ui  PROJECT T  ' . 

(  ONCiUS  i OSS :  Tiii.s  study  has  been  closed  following  the  accrual  of  429  patients.  The  CM'F 
regimen  is  inferior  to  the  ndrlamyein  containing  regimens  except  in  patients  who  receive 
ih'.U.  AH  response,  frequencies  arc  ].ow  probably  because  of  the  large  number  of  patients  with 
visceral  d  Lsease. 

PUnhlCATK  :;  >/A!'.SJ  FACTS,  IT- HO: 


2)S 


Work  Unit  No. : 


Ib-lo 


Title  of  Project:  CALGO  #7031,  Investigation  of  the  Effects  of  Adriaxnycin 
with  and  without  Added  MER  in  Soft  Tissue  Sarcomas. 

Principal  Investigator:  C,  Hematology-Oncology  Service 

Associate  Invest i;'ator: 

After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
20  Feb  81,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  September  1970  to  1  October  1980.  We  can  no  longer  delay  compila¬ 
tion  of  the  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
1  hi  s  investigator  submits  his  report. 


wo-::'.  w:jt  wo.  3.553 


PAYE :  30  September  JyJO  _ ^PROTOCOL  NO:  CAl.OD  /hi  2  _ _ I  JSTAViio  :_  I  ntcriin  ^ 

TITLE  OE  PROJECT:  . .  .  *  ~  .  . . ~  Vina! 


Therapy  of  Acute  Lymphocy t.j c  Leukemia  in  Adult?; 


STAUf/wer  DA'IE:'  8/3/70  _  ~ .  ^KSTIMATEO  COMPLETION  PAYE:  9/^.9/ 80  Closed 

VittNCT  PAL  1 1\’ VEf, TL( :ATOK :  LTC  Jeffrey  L.  Berenbcrg,  M.i).  NC 

AS  SOci  ATE~INV£ST  I  GATORS;""  7  FACXmYT  Valter  Reed  Army  Medical  . 

} _ _ _ Center _ _ _  - 

SERVICE:  Hematology-Oncology 

_ _ _ _ _ _ •  : _ Department  of  Medicine 

KKY  WORDS :  Acute  Lymphocytic  Lymphoma 

A*C(i  UMUL  ATT VE  KEDCASL  ‘  “  j~ACCU^7S^7E^NXKACf  TACCUMULATiVE  SUPPLY"' 

COST:  Lone  COST:  Lone  COST: 


i’Y-80  MEDCASE  COST: 


^cumulative'  contract  ~| "accumulative  supply" 

33  T:  Lone _ .  COST: _ _ 

jpPERIODIC  KKVmTRF.S UlTfsT  " 


STUD:  OBJECTIVE :  l To  determine  whether  adding  Daumomycln  to  Vincristine  and 
Prednisone  followed  by  Asparaginase  v/ill  improve?  frequency  and  duration  of:  . 
response*  2.  To  determine  if  HER  will  increase  remission  duration. 


TECHNICAL  APPROACH:  Regimen  T  Vincristine  2  mg  IV/ vet*  xi  • 

Prednisone  40  mg/M^  go  r'J.  day 

L.  Asparaginase  500  iu/ig  IV  daily  xlOd  beginning 
on  page  2.  . 

TI  As  above  Daumomycin  45  mg/ 1/  IV  daily  :x3  oral ly  (day 

1-3) 


PROGRESS  DURING  FY-80:  WRAMC  entered  15  patients,  12  attained  a  complete  remission  (80%) 
eight  of  these  have  subsequently  relapsed,  of  this  group  .four .  remain  alive  and  in 
complete  remission.  One  of  the.  partial  remission  patients  remains  alive*  CALOJj  enh  red 
1C 4  patients  78%  of  these  receiving  Oaimomycin  achieved  complete  remission,  .48%  of  - 
those  did  riot.  HER  way  have  had  an  adverse  effect  on  duration  of  complete  remission,,  ' 


NUTmkr'OX  SUihlECTff  TO  BE  STUDIED  BEFORE' COMPLETION'  OP  STUDY:  LONE 

f  f )\ i 3 / U f K X iF. 0 TE 0  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 

None 

( OCCLUSIONS:  Daunoiaycin  increases  tiie  complete  remission  rate  in  adults  with  acute 
lymphocytic  leukemia.  HER  immunotherapy  does,  not  improve  and  way  impair  remission 
duration. 

Ui’J.TCAT fONS/.'.HSTKACTS ,  FY-80:  Abstract  presented  at  American  Society  of  Hematology 
•el.  lugs  Dace:  her,  3979. 


PATH :_"'~3b_  Scj> t Ciaix 'r  J 9Mr  '"irhoxOCOl,  KcV:'1cai7c|(:‘  7632'; 
TITLE  "oV' PROJECT:  . 

Chemotherapy  in  IndoL-nt  Chronic  l.yt 'phoey •  f<:  Leukemia 


WORK  UNIT  NO. _ 1352 

J.TATUS  Interim '  X 

(CLL)  "  . . 


STARTING’  DATE:  30  Nov  1976 
Vkinci-'aV  i;:vkstk;ator: 

ASSOCIATE  INVESTIGATORS: 


' . I  ES'j  tMATED  OOMPLKT) 

Jeffrey  Bercnberg 

j  FAC.i  L  n'Y  i  Walter” 


OATE: _ 12.R2_„. 

Peed  Army  Medical. 


Center _ 

SERVICE :  Hematology-Oncology 

Department  of  Medicine 


KEY  WORDS: 

ACC  UMULAT I VE  ME  D  C AS  E 

ACCUMULATIVE  CONTRACT 

ACCUMULATIVE  SUPPLY 

COST :  None 

COST :  None 

COST:  None 

FY-80  MF.UCASE  COST:  ‘  '^PERIODIC  RF. VI KW~ RES U LTS": 


Silu)Y  03 JaC.L  ’  VB.J  To  determine 

will  prolong  survive ’’ 


if  chariot:! 


r.'apy  with  chlorambucil  in  indolent  CLL 


TECHNICAL  APPROACH 
to  Regimen  X:  No 
q  28  days. 


:  After  an  initial  12  week  observation  period  patients  are  randomized 
treatment,  or  Regimen  II:  Intermittent  chlorambucil  0.5  mg/kg  po 


PROGRESS  PUKING  FT- 80 :  WRAMC  three  pai  ienl.s  were  entered,  1  was  later  found  to  be 
ineligible.  One  patient  progressed  on  the  follow-up  arm.  CALGB  not:  updated  at 
last  call-up. 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY :  _<  50 


SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 

None  .  _ _  _  _ _ _ _ 

Conclusions": 

Too  early 


PUBI.l  CAT  rONS/ABSTRACTS  ,  FY-  80  : 


ZZ.3 


None 


1'onu.  unit  !;orj.',y._ 

t-rs-he-.- _i  **'  '.i  "  \  ;r:."  s;oV  U  A't/.Jft  {Dta;' i  :  " 

v:’. C'i  " . . . . . . 

i. o:  :j.-ru’j.son  of  .Involved  Fie  ld  Uacl.1 o  therapy  with  Adjuvant  MOP? 

alheraj y  and  Fx  tended  Field  Fad  i  c:  horupy  in  idle  Treatment  of 

T  \.nga-  l-.an;L-IJ.__ Hodgki  ns  Disease  .in.. .Children  . . . . .  . . . . . 

-001.0.1361' .  197.6 . i  1 .! ' V'\ i: .m.-J.Closed  Sc.p.tc mber 

;'i[  ' :L.-\i. .! . Dr,...  Johannes  .Blom . . .  . . . . . 


agsoclv::-:  ifyksticatop.s  : 
Dr.  Frederick  Ruymann 

KiiV  FOR!)-. 


ACCUhlh.AYiVE  SUPPLY 
COST : 


.  .loliannua  .  Blom 

FAC  I  l.i  T  Y  ;  Falter  lived  A  my  Medi-v:! 

Cent ci 

Sf.RVi  CD:  Iter.i.Ue Loj-.y -6r.»:ulo;;y 

I)c*|>.-» t  tia-nr:  of  M.al  ic i  :i-f 

R'i-YP-XJl'J..  ,  Children 

ACCUMlii. .Vi’lVii  FFDCASM  |  AO.CMUI.AT  I  Vi!  COXTRACT 

COST:  Bene _ _ _  !  cost:  None 

kv-80  :v: fic.Asr.  cost:  ~  |~ 1  *T: YciT > i >7 c ’ iicvTia;  ucsVcfs: 

STUDY  b-UCcfiVE":  . .  . . .  .  v 

To  compare 'the  effectiveness  of  involved  field  radiotherapy  versus 
IF  RT  plus  UOPP  versus  extended  field  radiotherapy  in  children  with 
stage  I  and.  II  Hodgkins  Disease . 

e  exam';. no  i  tie  3fv  fat.'.  »'U  «. nt:.'.> ■  fore  no.  •.  u  i.'  g.  owl- h  ; ...  ■  j\»o_  d‘  i"r  ■■■.•  of 

infections  in  the  three  different  treatment  arms. 

TFCHNIC/.I.  APPROACH : 

ill  patienxs  v/ere  laparotomy  staged  and  the  randomized  to  either  FF 
or  IF  RT,  lower  limit  of  radiation  being  3500  Rads.  Half  of  IF  ' 
patients  receive  standard  KOPP  for  six  cycles. 


PROGRESS  lURFFG  FY-SO: 


17RAMC  did  not  enter  any  patients  on  this  study. Since  the  Pediatric 
section  of  CAIiGB  was  disnttlyhdj  < this  study-  has  been  closed. 


or  GUTUF.CTS' To"i)K  yiV'.mfo' lii-Tmui:'  tXKlri^f  red  Tip  siiinyT^one 
Gi'Rious/uM.xiafcTRi)  silk  e  t  hi  fc  is  I. ;/  siiYu  kct7>  pa  kit  c:  r  pat  ixi ;  ifTpHOJEcf. 
_None 

CON’CUiS  —  --  ---  - . - .  - .  . .  . . .  - 

This  study  3s  closed. 


Pl’il.M C.‘  Ills.*;  >/Al»S  TRACTS  ,  I 


I  V  :.{) : 


PATE :  AO  Sc; 'tori!)  or  I9c0  7'._I5'jK>'rAl;0! .  d> :  fVLGS  0702 

i'T TLK  or  PROUCY:  Evaluation  if  Galacl  itol  1  .  2:5, 
6-Diar.'iyclro  iu  the.  Treatment  of  Adv«uxced  Gat •  niona  of 
the  J,; a>,.!  Mel  a  noma . 


WORK.  UNIT  NO.  1555 

j  S  I  AT  CrT:~  _I  n'uiTim " 
l  .  "ViViaT  ’  X 


STARTIN'"  RATE: _ g _ 
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ASSOCIATE  INVEST I GATORS : 
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Sojreaberg,  JJC _ 

FAC l MTV:  Walter  Reed  Army  Med i.eal 

_  _  Cent: or _ _ __ _ 

,  SERVICE:  Hematology-Oncology 


Department  of  Medicine 


KEY  WORDS: 


ACC  GMULAT £  VE  MEDCASE 

COST: 

ac  deni 

COST: 

I.ATIVi:  CONTRACT 

ACCUMULATJ.  VE  SUPPLY 
COST: 

I’Y-80  MEDCASE  COST: 

PERIODIC  REVIEW  RESULTS: 

STUDY  OBJECTIVE:  '  rr  ,  ,  .  .  . 

To  .cl  eteriurxxe.  the  am*  j  tumor  ette-c;.  oj.  J  a  o  trio.:  tin.  siaaj.l. 

cell,  large  cell,  squaiuous  and  ad en ncarcinotta  of  Che  lung  and.  tJnelanoraa, 


TECHNICAL  APPROACH: 
q  7  days. 


G alactitol  Dosage: 


60  rag/; ■?-  as 


a  slow  intravenous  push: 


PROGRESS  DURING  EY-SO: 
expired v  One  patient 


Closed  to  patient  entry  1  June.  19791.  ** 
responded  temporarily. 


all  patients  have 


NUMBER  "Of  Sli.'i  JECTsf  TO  if  STUDIED  R! 

siiR*ibY!s7tN:Kxm;xKD  ’side  effects  in 


Pork  complet  ion  0F_'sfijpY:_ 
S  L:ii d ECTS  PART  I C  £  PAT  f  NG  IN 


.CJoacA.  tojiaticnL-cntry 
PROJECT: 


_ iron&___ _  _ _ _ 

CONCLUSIONS:  Study  closed  —  CALEB  for  poor  response  rate. 


PURL i CAT ! ONS/ABSTRAC TS ,  r Y-RO : 


June  1979 


wo:v  urn  i'o.  .is 36 


DATE :  er.!iK>r  1980_  _  | PROTOCOL  NO:  CAI.Cf.  7721  _ I  STATUS  : Jnl;tdi.i_ 

Yi  lY/tf  OF  1‘KOJ  ECT :  . . . .  ’ . .  ’  .  .’KinVi 

CoTitpcuvitxvo  Srudy  o)  Aurxau.yxi.u  vs  * - - - - -  — 

;'*\yc in  at  Two  )•  >  ■  ...  i.ovo •  7.  loir  induct,  it)  . \  and  a  4— v/ock  vs  ^  Cycle*.  x-or 

' ii1, t  ananco  Chci’.iO Liiom py  n  Acute*  Itycloc.yr.ic  LcuLt-uia 

S'i'AuVJ  ;;a  jjATr::  10"  “June  '  77 . |  KS’J  TuVi't; i)  CO^pTifi Y  ON  date 7:1 9 ~  9' 

FRINcTpAL  I NV  EST  J. GATOR :  Dr.  JolTrby  L.  BVi  enliei  g  . 


ivy  FORDS :  Acute  Ky a  1  bgeno u s~~Le uk era r a 


ASSOCIATE  INVESTIGATORS: 

FACILITY: 

Walter  Reed  Army  Medical 

Center 

SERVICE: 

Hematology-Oncology 

Department  of  Medicine 

ACCUMULATIVE  HEUCASE 
COST:  None 


ACCUMULATIVE  CONTRACT 
COST:  Nonci 


ACCUMULATIVE  SUPPLY 
COST :  . WoriG 


IT-80  KEDCASE  COST: 

Hone 


" |  PERIODIC  li E  V'3 nr  RESULTS  : . 


Si’JxIi  OUJECTrVxi :  >fo  v,]ietVicr  remission  duration  and  survival  of 

js  the  same  or*  different  with  DaunomycJn  CHURL  A 5  mg/M-  vs  30 
To  test  whether  Adriainyc.in  CADRI  30  mg/M/  can  be  substituted  for  DiTR,. 


TECHNICAL  APPROACH:  1}  )>NR  h'j  Wo/k2  IV  .days  1-3  plus  AKA— C  100  ang/M*  IV  day  IKI.Q 
2)  DMR  30  iag/H2  XV  days  1-3  plus  ARA-C  100  mg/t#  XV  day  1-10.  ... 

3}  ‘ADR  30  iiig/M2  IV  day  .1.-3  plus  ARa -C  100  mg/l-T?  XV  day  I«10.  -  " 


PROGRESS  DURING  FY-80:  h’RAMC  entered  26  patients.  10  obtained  a  complete  remission . 
'■  partial  remission  and  13  no  response.  Only  three  of  the  responders  remain  alive. 
O.'.LGB  entered  700  patients  overall  remission  rate  33%.  .Tocnfy- T.i. va  percent  of.  those 
o  achieved  remission  are  alive  in  three,  years.  High  dose  Daunomycin  DMR  appears 
•.ore  toxic  in  patients  over  60.  "  . 


'■TER  ()7  SUBJECTS  TO  LE  STUDIED  BEFORE  COMP  LET  f  ON  OF  STUDY :  ^one 
piOUS/UNEXPECTED  SIDE’  EFFECTS  Ilf  SUBJECTS  PARTI  Cl FATING’  IN  PROJECT: 

See  .1978-79  report.  Bleeding  and  infection. 

■TCLUS  JON'S:  Elderly  patients  may  benefit  from  low  doses  of  DMR  during  induction. 


:.i  ca'i'j  o; :  s  /  a  ; ;  5, i  ra  cts  , 


FY  80: 


WORK  UNIT  NO.  1558 

PATff:  HO 's'o.TH/'^u'r  J  980  iFkqiFW):.  KO  :  CA1,(:K  7?(.^  .  .  _  [JT/A  HiS  :  ~  i  ,Ferfm 

Till.*:  0/  PuOJECl':  A  Study  to  Dele:  mine  t  lif:  Kf  i.ectivenass  . . 

of  Single  vs  Mult  iple  Alkyl ;a  Lug  Agent.::  v/ith  t.r  without  !■  ■  ■:.  jarr-ye  in  in 
the  }.’ f  L.aiy  Treatment  of  Multiple.  Myeloma. 

si‘Ait'ri:a:'TnfF.T'  _____  _  ___  j  kst i  •  tvn :_o_  jump ;  si j q::_  r >/■  te : .  . . 

PRiNCIPAL_TNVESTl  CATO  a  :  Jeffrey  I..  Bcrenhorg,  ETC,  MO  _ _ _ _ 

ASSOCi AT iTl XvW'i'i GATORS*:  ’*  '  FACILITY:  Waiter  k< ed  Army  Medical. 

_ Center 

SERVO  Cl: :  Hemal..'}  ogy-On.cology 

Unpaid  wen!  of  Medic  in  ft  _ 

KEY  WORDS*:  __  _  .  _ _ _ _ 

ACC U1IU L AT  1  Vi?  MEDCASE  f  ACCUMULATIVE  CONTRACT  j  ACCUMULATIVE  SUPPLY 

COST:  COST;  COST; 


FY-SO  MEL CASK  COST; 


PERIOD fC  REVIEW  KESHAS ; 


STUDY  0  ’ ‘KCTlVi: :  To  test  the  hypothesis  that  vec  alkylating  agents  given  s  ;  lenliia 
prochu  .  :  Higher  frequency  of  good  response  ■  longer  duration  of  disease-:  control 
than  the:  saute  alkylating  agents  given  in  cot..: A  nation;  that  addition  of  adri  arayc.L.v  to 
a  combination  of  three,  alkylating  agents  -  Tn<  reason  flic  frequency  of  good 
and  pro1  tie  -.tu .at  ion  of  disease  -o'J.  ,  *  of  gocnl  resporu;::  and  the 


and  pro1  vs  tie  du.nt.ioa  of  di  warm  ;a!  ,  ' <>;  good  re  spout  it  and  Li 

dera.t j.  .) a  of  disease  control  are  the  same  aft...  •  teratment  with  intravenous  L-PAM  as 
after  treatment  with  triple  alkylating  agents. 


TECHNICAL  APPROACH :  Combination  allqylatitig  agent::  plus  prednisone:  L-PAM ,  Cyclophos 
phamide,  and  BCNU  versus  Dequential  alkylating  agents  plus  prednisone:  L-PAM, 
Cyclophosphamide,  and  BCNU  versus  Combination  alkylating  agents  plus  adriamycin  plus 
prednisone:  L-PAM,  Cyclosphosphainide,  and  BCNU  versus  X.V.  L-PAM  plus  prednisone: 
L-PAM. 


PROGRESS  DURING  FY-80:  Eight  patients  arc  on  this  protocol.  Seven  patients  have  had 
partial  remissions,  the  other  patient  is  no:  evaluable.  Two  patients  with  initial 
responses  have  relapsed  at  days  348  and  436  of  therapy  and  have  since  expired.  Sir 
patients  remain  on  study. 


Kim  Eli  Iof'SUBJeCTS  JT)_  Riv  "STUl)  IKD  BEFORE  jiWPLKT  I  ON  OF  STUDY 440 
luuaoiis/uNK^abicTEi)  side  effects  tn  subject::  participating  in  project: 

None 

CONCLUSIONS :  Regimens  seen  effective  but  still  too  early  to  evaluate. 


PURE! CAT  IONS /ABSTRACTS ,  FY-80 : 


None 


?  ' .  \  -  i 
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SVA '  US  J  r.  t  .  f- r  i  >-.i  X 
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'..•.-.:ft-L_KGJjAT£:  9/1/77  CALEB 

?\:\ i'AI.  iMVi-ISTiCAYOlf:  Dr,  Jo 
ASSOC f ATB  INVEST! GATORS: 


>:-;V  WORDS:  Snail  Cell  Carcinoma 


"(llSTJ  MATED  CORRl. ELION  DA'i  J-; :  19*16 

L.  F.oronharg 

FA  Cl LTTV :  Waller  Keed  Army  Medical 
Center 

SERVICE :  Hematology-Oncology 

Department  of  J-'.edicine 


ACCUMULATIVE  KEDCASE 

ACCUMULATIVE  CONTRACT 

[  ACCUMULATIVE  SUPPLY 

COST:  None 

COST:  Rone  • 

j  COST:  Rone 

FV-SO  MEDCASE  COST: 

None. 

^PERIODIC  REVIEW  RESULTS: 

greater  remission  rate  and  duration  than  MACC  plus  EX. 


2,  To  determine  if  HER  iuraun o a t iirm  1  a t Ion  increases  response 
and  duration  of  response. 


7 SCAN I CAL  APPROACH:  Regimen  Is  Methotrexate  30(  mg/M^  IV'pltis  Adriaayc in  35.  Jng/M^ 
vs  CCNU  30  i v.i'/'P  play-  Cyclophosphamide  7:00  mg/M'  IV.  Regimen  2-  Cyclophorjphamj.de 
700  Ttg/lfi  TV  plus  CCNU  70  iug/M/  po  plus  Vincristine  1.0  mg/3 with  Adriamycin'  50 
7  g/li2  iv  day  21  with.  Vincristine  1.0  iag/fl2  TV.  Roth.  regimens  include  4500  rads  to 
primary  lung  tumor  plus  3000  rad  whole  Drain.  . 


PROGRESS  DURING  FY-80:  WiiAMC  had  entered  21  paLlauts  to  (late.  Eight  remain  alive. 
Seven  remain  in  remission.  One  has  relapsed.  •  . 

CADGE  has  entered  255  patients.  ■  About  50%  have  achieved  a  complete  remission.  22% 
remain  disease,  free  at  24  mouths.  The'  tun  treat  ment  arms  as,  cs s  comparable.  HER 
is  of  no  value. 


:;UMBER_  OF  SUBJECTS*  TO  BE  STUDI  ED  EEFORE  COMPLETION'  OF  STUDY:  Fending  closure" 
s'h'ilfOUS/ UNEXPECTED  SIDE  EFFECTS*  IN  SUBJECTS  PARTI  cYfATING  IN  PROJECT:  ~ 

One  patient  died  with  wasting  syndrome.  Ko  autopsy.  One  patient  developed  severe 

.■  NOLL'S  IONS:  pulmoh"ary"j'.lbrof. 

!.  Complete  remissions  can  I>c  attained  about  507  in  small  cell  lung  carcinoma  at  50% 

1  cvol .  2,  ME;’  does  not:  appear  to  he  of  value. 

;  ,.hf  CAT  TONS /ABSTRACTS,  FY--80 :  Eaton,  W.  et  al ,  Preliminary  Reeul  ts  of  Combined  Radio 
■  er.-.py  and  Cr  r  no  therapy  in  the  Treatment  of  Small  Cell  Carcinoma  o'  the  hung 
. '  oh  .  i l t ed  to  the  American  Radium  Society  for  present  at  Lon) 


WORK  CNTT  NO.  1500 


]  AY!' :  30  Sept  (■i  ll  '--  r  1  OSO 

Ti  fur  O’"  l*rI6-MX:T  :  " 

Sr:,  til  Co.*1 1  CarcTae ■<  1 


protocol  koV'cai  ON  THY). 
i.v.  L'rt  . 


j  STATUS  :  Inter in  % 
I  ’  "  Vine  1 


START  i  . MG  DATE :  __  J  ’ . [' ESi'i.MATKl")_  COMPEKTJ Ox'JjATkT 

HUNG  f-'AL  TnYksTi  GATOR:'  Tir.  'Je'fTfey'l..'‘Kefont-Krj^"  ■ 


ASSOCIATE  INVESTIGATORS : 

‘ 

FACILITY : 

Walter  Reed  Arrjy  Medical 

Center 

SERVICE: 

Hematology-Oncology 

Department  of  Medicine 

KEY~  WORDS  :  Small  Cell  Carc.ino 

'accuhuTatI ve  medcase 

COST:  None 


ACCUMULATIVE  CONTRACT 
COST:  None 


'ACCUHuLvTIVE  SUPPLY 
COST :  None 


PEPTOiTC  i> 'V.n-W’lUA.iij/fS  : 


FY-80  MED CASE  COST: 

None 

SjUDY  OK.'. :VK:  To  u  ermine  whether  alternating  chemotherapy  increases  rtsnporiM 

rate  or  di:  cation.  2.  To  it  ■  lainu  whether  rad  lotber  npv  I  o  primary  tumor  increases 
r  ■  r. no rete  ever  *"'00  ehor  -Luot, "wiy 


TECHNICAL  APPROACH :  Regimen  Methotrexate  30  mg/ll2 >  Adr:i  araycin  AO  ing/ll2  (Adria) 
CCNU  30  mg/M2  po,  Cytoxan  CP  '•*  >0  400  x>g/M2-  TV  (termed  MACO)  +  RT  3000  rads  to 
]:rir.i:ny  tumor  and  draining  nodes.  Regimen  2,  MACC.  Regimen  3,  Alternating  CCNIJ 
70  mg/M2  po  +  Cytoxan  700  mg/H2  +  Vincristine  7.  mg  IV  (NCR),  villi  Cytoxan  700  ing/.M2  IV 
+  VCR  2  IK'  TV  with  Adria  7 '5  ug/H2  TV  -I  VCR  2  >>?,  XV. 


PROGRESS  PORING  l'Y-80:  WRAMC  entered  two  patient,!..  Overall  TO  patients  entered 
only  one  patient  remains  live  in  remission.  The  others  have  died ,  one  in  re.mi so  ion 
with  pulmonary  toxicity. 


nujwkr  of  sumkcts  fqW sjudj m ' limmircmp) .etTon _pi‘ _sru dyT  .  _50 

i¥RT0l¥7u;;KXPl¥TCD  SIDE  ki'FECTS'Yn  SliDJKCTS'  PART  tCI  PATING  IN  PRO  J I  Cl' :  ~ 

One  patient  died  of  pulmonary ^oxi city.  _  _  _  ; _ 

CONCLUSIONS:  l.  About  15%  of  patients  achieved  a  complete  remission  (OR)  2,  Only  5% 
overall  are  alive  at  24  months.  3.  No  difference  apparent  yet  between  treatment  arms, 
4.  Those,  who  do  attain  a  OR  have  an  equal  survival  to  those  with  limited  disease  who 
achieved  CR  ie  25%  at  24  m. 

PUJJI/J  CAT  ION'S/ AfiSTV  *  i  S  ,  l’Y-80: 

No  publications  to  dale. 


V.’Oi'K  UNIT  KO, 


DAT!: : _ 30  r.c:l> t cj.Ler  1980 _ fl’KO  I OCOL  NO :  CAU:!} .  7oOZ _  SrATUS  i  nfci  iri . 

TfiLK  OK  PROJECT:  XiV- .,t  ia--.it:  of  Ad  winced  Non  Sn.nl]  Cell  L - . 

j  - i>  *.r»  irciii. wvi.iici  wi  t.i  C»y  tioKrin ?  ri!,*l  j ;^t. no l iTtz/i  lo 

STARiiNtf  dax!^'  71""- - 7"  '7  1  vsiTn\r?.i}  co^MJS1! i  C 

PR INCIpAV  J  mV ESTIMATOR:  )>r  ."j'c;Yfrey~' I.,'  Bcrcnberl;'  .  . 

ASSOCIATE  IS VKST fCATORS :  . . ~  FACIllTY:  Walter  Reed  Army  Medical 

_ ?(,iiteT\_ _ _ 

:  SERVICE:  Hematology-Oncology 

_ _ _  •  _ _ _  _  _  _ _ Department  of  Medicine 

KlTa  WORDS:  lironcliogfeiri c  Carcinoma 

/S'crUMUrAfiVETlEbCilSE  ' ' ~  ACClDibTAW^~CO^RACT  ’^"ACCiWULATlVE  SUPPLY- 

COST:  None  COST:  'None  •  I  COST;  None 


ASSOCIATE  INVEST f. GATORS : 


FT- SO  MED CASE  COST: 


STUDY  OBJECTIVE: 


ACCUMULATIVE  CONTRACT  '“]  ACCUMUJ 
COST:  'None  COST; 

JIrERIODI  clRFVlRrRF.SUI/fs": 


Xv  To  assess  response  frequencies  and  duration  major  • 
histologic  subtypes  of  non— small  ceV.<  lung  card  noma. 


TECHNICAL  APPROACH :  Treatment  with  CytoKnn,  CC!'*>  Ha'; iKit.coxcte  and  i i e ai ethyl 

raelaailne. 


PROGRESS  DURING  FY-80:  Ko  patients  entered.  No  patients  remain  alive  at  iJRA'MCA 


LICIT; EH  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUOYM.  _  _  __ 

s c hi 6 us"/ unc. x l>_h ctkd  sijh: Infects "jn  subjects"  pahticipating  in  project : 


CONCLUSIONS:  Low  response  rat  e,  overall.  Performance  status  0-1  22%  2--T  -  3%, 

Tne  perform  ace  status  appears  to  predict-  survival  .  Tills  i;:ny  be  unrelated  to  cliOiVi'dbera/' 

J't.'C:. rCATiO;.’S/Ar>.Sl  HALTS ,  FV  80:  Manuscript  beinj;  prepared.  WRA?-  IC  will  include 

as  a  piimiy  author. 


i.'orr:  unit  :.o.  ]  srm 


| protocol  NO:  F/Vn  ry  ?7J>! 


j  s  V-'ii::: :  i :  ■  r  i,, 
1  •’  •  i ' ,  :  1 


DATE:  Y)  Sc-j.LiTibc-r  W0_ 

title  Or  "pnoAKcf: 

Tlio  CoMparati  vc  Kf  I  ecti  vonoss  of  Comb  ina'M  o$i  Chore  '  h crapy  /. '!  ou< 
and  with  Radiation  Thorem  by  involved  I’m  id  r-  Ry  ••  c.,-va'' .  ,,  i 
Poo?-  R I •  k ._Pa  tien  ts  y  i  th  Ri  age  ,‘i  c  r  .1  1  ...I "hi  nr.  .y.v  ■ 

S'ivoin  no  !2-V* _ _ _  1 9/  I  ks’;  im\;  u£ca:vu  ;  ;o:.  ..  '  \x/6  j 

jv\:.  S.NirsTIGATOU: _ Dr.  Jeffrey  h.  Berenborg,  Lf;  .  ,  J 


;  X- 


ASSOC  l  }'  TNVliST  fGATOi-.S  : 


KEY  KURDS  :  Hodgkins  Disease 


KACl  I.ITY  :  V  ;  1 1  r  Kt  Airy  Medic.'i  J 
Coni  ci 

SKRV I  CL;  o  J  :)l’,y-Ci;ico lo}jy 

IiojK'.rl  ir.onl  of  Med  ici  no 


ACC  UMilL  AT  I V  E  ME  DC  AS  E 
COST:  None 


ACCUMULATIVE  CONTRACT 
COST;  None 


I  ACCUMULATIVE  SUPPLY 
i  COST : 


~  PKuio.ii  c  re vi  i-w'nr/jiir.TsT 


KY-SO  MEDCASK  COST: 

_  Norte 

STUDY  objECTiVEs 

To  determine  if  combinat:!  on  chemotherapy  alone  is  as  of  feci;  5  ve  and 
less  toxic  than  chemotherapy  plus  In ■•■.-LveJ  Field  Ryuiat.i  on , 


TECHNICAL  APPROACH: 

Reginen  I  :  Involved  Field  RT  followed  by  six  cycles  of  CGNU, Virtbl asti ne 
Procarbazine,  and.  Prednisone.  '  . ’ 

Regimen  TT :  Chemotherapy  alone. 

Addendum  11  (2/12/79)  deleted  the  arm  with  extended  field  RT. 

PROGRESS  DURING  >'v  CO: 

VJRAMC  has  not  entered  any  patients  on  if  is  study. 

CALGB  has  entered  kZ  patients.  Jl  in  too  early  to  examine  results. 


KUlUJ ki£  c >v  s u b j !•; c; ts 
S  E. R 10U  S'/ii  SEN  PBCTE  I ) 
None 

cbNCLUsiorlsT" . ~~ 


to  re  si  ubi  i:Tf  bWork  completj  on  1)r j/latv : _h _ 

SIDE ' ‘EFFECTS  "iN  SUBJECTS  PARTI  C IP AT INC  IN*  PROJECT  i 


Too  ea'Fly  for  analysis. 


PUP.T.I  CAT! 0X0 /AUSTRAL  ff  ,  1-Y-  80 ; 


None 


V.'I  Sfj' t  •  ■  r  U*$o' 


U’nrimcoi.  NO:  CALCS  ID 2 


>'•  Phase  T.l.  Study  of  Chlovozut  <c:in 

_  (esc  j/aicsy. 


work  ii:;/y  ko.  3  r.f-A 

"I  -‘ifATlV:;*  :7  Jni'.eriirl  x  ‘ 
[ .  E  inn  I 


■  •/"  ■  v:  !MU:f  .Tuly  ■)  gy  o  . .  .  J  K  *  V  ir  t  JL  \  T  iAi  >  'c^.Tr/rlTHiXJJVn-i 

:  ■ - /'Ah.  £'  ('A  ’ 1 l-y  -h'  f  •  rt  -y  L.  _ I *• e «; c nl» erg , _J.T( * ? . KC 


:  „  i  AT t.  1 N  V  K$'f  I GATOHS  : 


V  GOADS : _ _ _ 

:c0: ILLATIVE  KSDCASE 
'ST : 


COST : 


FACILITY  :  Walter  lined  Army  Mci  cl  I  c;i  1 
Center 


SERVICE:  Hematology-Oncology 

Department.  of  Medicine 


-GO  MED  CASE  COST: 


ACT 

[' ACCUMULATIVE  SUPPLY"' 
COST; 

_ -  _ _ 

I  . 

PERIODIC  REVIEW  RESULTS: 


lj-'~  OBJECTIVE:  Yield  inf < iniatio! >_  concerning.  tha.  i'.'iiXpqcy  ?>nd  safety  u%  \:T>\p  agent* 

;-i  evidence,  of  activity  itt  tumors-  of  interest  to  the.  Group*  .Activity  will. ire. ;juc]go,d 
y:  Percentage  of;  patients-  achieving  an.  ojyecfcivc.  d’espon^fKj ’  compi  c,  or.  partial.  •  . 

-.'.ration  of  response  virile.  pat.ie.at  is  naaiutainecl  on.  contintfbtfS*  clilorozotocin  therapy, 
'.lity  of  r»:,...pot i sal  its  r el ••  •. I: io •  t ?>U ip  to  uttvii.:.:'  :  p?f  i*.  mt  so? ."Aval .  1'rov.if'e  c-ap-vf 


.>.*i  ui*  ens.i: 


;a  or  a  j  ia.;o.  fO.'  protocol,  snbn.1 ; 


:  U  pi;.:- 


'  i c: y  .  i  i.r ■  pr  oit-  i/i.u , 


at  or  np  to  200  pat  tents  v/itTi  advanced  neoplastic  disease.  in.  the.  categories  of 
as trointes tin al.,  pancreatic,  lung  tumors,  'nielano-ia  and  lymphoma* 

(.::MCAL  APPROACH:  pose,  and  Administration,  of  CTdorouotocirw.  C.  M  o  r  o  a  o  t  o  c.  3  n.  ’  1 20. .  n g  /jn?' 
0  weeks.  'The  drug  will  JR  a  adm  roistered  in  aJIKlns  over  a  period  of.  .3.0.. . seconds  via  ' 
lie  tuliiag  of  a  running  intravenous  infusion*  ’five  iail.urp-  to  achieve  a  response, 
oil  owing  He.  administration  of  three  doses  of  the  'drug.  wild.  .Tie  cause  for  removal  fro 
tr.cly.  ‘ 


.uOPjlSS  DURING  li-80:  fif  teen  pat  ients  Have  _15een  ord  ered  on.  study since  lima  Urf)  ,. 
.to  patients  remain  alive.  v.i  throne  lost  to  follow  -up*  '  •  . 


M-'.ER  or  SUBJECTS  TO  Hr.  STUDIED  Hl-IFOKP.  COD.PI.ETf OU  OP  STUDY: _ _ 

•  \i  OHS/ UNEXPECTED  SIDE  EFFECTS  IN  'SUBJECT  S  I  ’ART  f  C I  PAT  TEC  IN  PROJECT: 
patient  .had  "moderate  1  nromhocyropan.ta  CpI  to  507,0007. 

--US IONS:  Response'  rate  se.ems  low  Hut  many  pat  rents  were,  lieavi ly  pre- .treated 
C  Mother  chemotherapy,  St  ill  too  early  for  evaluation* 


f; ? .1  CAT  J  0N5/AEST KACTS ,  I  Y-  HO : 


None 


WORK  UNIT  KM.  IT  CO 


1j.V:K:~  V  *  t-.Ot-i  1  T-.O  h’WiOCME  ;:o  :  GAL'1'5  „  j  >'•  lAVt's":"  liurri:.;''"' 

WllTor  UJ.'c.T:  .  '  \  ri  :.jl  ' 

Cyclop:  ■■  i  upli  a  mi  de  ,  Adria:. ..  in,  Vincrisi  s;  ,  Prednl  sono  in  Combination 

£),  "J  ■  •.  1 )  )  e;  tj-  J  :  .  ^  •  *»  a  '/  mJ' »■  '  O  ■  1  ^  1  L‘f-  '  '*  *  ’  *"  *7'  f '  '  •  r  •  * '  i.f,A  ^  p  !*-  -  ^ 

Hi  stole ~V  J.v!.::rb;)c:uo...aril  Kodu.l  at  P-.  >v  J  \  VifToronlic  tod.  /mphocy  lie.  ‘  ■ 

Sj.pVi:  •j'AVKp  ;i97B  _  i  e;:  ‘  u;  Cicv: :  vie:.  , *a;i !; closed  4  o  ;,l 

riuNCi i al_ J :»'V'r::>Trr.A i0:;;  Ur.  Johannes  Bit  -i 

ASSOC!  A  To  INVEST  ICA'i  OKS :  _  |  I'.V  i  I  >  V  :  I  ilnr  Ecu!  Army  M-.-Ji  va  I 

I  Ccnli-: 

I  SI.KViC!.:  f  !  o;-,y- Ohio  ]  oi'.y 

1  lli-p.n  :  1  nil!  <.  f_  )•!(■(]  t  ;■  i  II- ' 

KEY  V’OKIiS:  _Bleomycin,  Lyphomas 

accumulative'  nhdc/Se  . . J  Acu;i::ii.f  at  i vi;  \»:i iViv : r  i'ACCUMULATi vi-:  seiu'EY 

COST:  _ _ Kona _  i  COST:  _ .Kona  . __  I  COST :  . . . 


FY-ffO  M/.DCASl:  COST:" 
Nona 

study  or. j i; cf lve: . 


"vi: k i b ' > ; c  k k vi i r*;s ib.fs 7 


To  determine  ii'  aggressive  combi  riat;i  o.  hi-iio  therapy  w.V  .'l..i  j  >:  p 

the  response  rate  and  deration  in  pn  fci  >  Is  vr»  hb  .'lyphomas , 


TECHNIC/.!.  A!’ I* ROACH : 

2  2 

Cyclophosphamide  75 0?rog/ia  I  .V.  bolus,  Adr.i  arnycin  50  mg/m  l.V.  bolus 
Vincristine  1.4  vig/m  l.V.  bolus.  AID  are  ven  on  day  l. 

Bleomycin  2  u/dsy  continuous  infusion  l.V.  days  1-5 . 

Prednisone  100  mg -'day ’orally  days  1-5- 


PROGRESS  DURING  IT-80: 

There  v/ere  no  new  patients  entered. 

One  patient  with  nodular  mixed  lyph  ,mr  relapsed. 

CAI.GB  has  entered  74  patients.  67$  of  the  diffuse  histiocytic 
patients  achieved  a  complete  respon  .0.  only  20/  of  these  have 
relapsed , 


NUMBER  (?’•'  SUnJKCTS  TO  HE  _STik>!  i  l»  !i! .!  0;-.r,  (ITT  :.R  f  frli  J!:'  STUDY  _  JNo  £)(?__ 

serious /iunexpected  side  r.i’iiicTs  ii;  swiijEcfs  "rak.  icir/nRe  i:i  project : 
None 


CCNCl.UU  TO.’o  : 


Tills  regimen  has  substantial  activity  in  aggressive  lyphomas. 

It  was  incorporated  into  a  group  wide  Pnsse  1.1.1  study. 

puke rc.A!  fu;: ;/A>:f  !,{Ac;s ,  v\  .o.- 

Cinsb'g,  S  .  ■) .  ,  C.’o  I- 1.1  i  o  b  ,  A.J.,  Bloom  f  :  1:; ,  C.N.,  Blom  ,  J., 

Crooks,  M.T.:  C  o  nib  i  nation  Chorno  therap;.  ..ith  Continuous  Infusion,  Lev 
Hose  .  Bleomycin  in  ..Lymphoma . .  .ASCO .  vol  .  .  .Uaf'cli  .1^7.9., ...peigo.  .122. 


1  Vi:f:  .W  .Sr-c>t_£T:!.cr_  IjJSU . |PRO TOCOi .  NOj  CAT.GtW/I ! 

Y ivi.lV  0"  PRO  SECT: 

Remission  Induction  c.f  Recurrent.  Childhood  AM. 


WORK  UNIT  NO. _ 156  A 

Sj_A '1 1  :f> : _ Interim 

Final.  X 


/rARTI  NC  J)ATR  :  1978  _ _ _ "  ESTIMATE!)  CX>MFLKTlo>:  l.‘AT'. :  ~  ~C.lor.cJ 


.SSOCTATE  INVESTIGATORS: 

FACILITY:  Walter  Reed  Army  Medical. 

c 

Center 

•  •  ; 

SERVICE:  Hematology-Oncology 

Department  of  Medicine 

CUMULATIVE  MJDCASE 
)ST:  Kona 

ACCUMULATIVE  CONTRACT 

COST:  None 

ACCUMULATIVE  SUPPLY 
COST:  None 

'-SO  KEDCASE  COST: 

Nona 

PERIODIC  REVIEW  RES 

ULTS : 

TECHNICAL  APPROACH;  Comparison  of  T.  J10PP  and  T-COAP  (See.  1979  report) 


PROGRESS  DURUM  FY-80: 


Protocol  closed  because  of  lack  of  fundi  ng  of  CALGB  ‘ 
Pediatric  group. 


f 

■  i. 


I 

i 

t 


i 

i 

I i ;T: iER*  OinsUBJI'.CTS  TO  BE  STUDIED  "BEFORE  COMPLETION  *6 F  STUDY:  Kona  : 

■ . RIO  US/ UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT:  ...  -  j 

Anaphylaxis  not  experienced.  | 

•ii.-ciij'sibNsT  '  ~  . ~  1  ~  7"” . . .  7  j 

Hone  | 


Dili, f. CAT  LOSS/ ABSTRACTS ,  PY-P.O:  Hone. 

The  reviewer  of  this  report,  did  not  approved  this,  annual  progress  report .  When 
the  v«.\  c.ver's  com  incuts  arc  complied  v.ith,  Ik.  •.  ■.<{  report  v,:ii]  l>e  inserted  Here. 


DA’i J '.n.o .  U  :;o :  .CALCiL.  G?OjL.. 

'i'lx  l.i-  C:  I’D.1 ) .1  r.v..  i  : 

Gi  s~Pla  1  i num  O'.  r. .-ltiiined  :  ■  • .  ■  ■  ’ *  i f i ''  in  Advance..  L- 


V.'OilK  UNIT  110 .  1  ‘>G  / 


I  X 

gnan  '■  .yj  'j;  us  . 


scary  iV  a  .  "'  \  i s i  o;/ ; V  -v  ■  vr  ;  if  •  ’  9  Gov.  .1979 

PR1NC 1  1  "VEST I OATcV:  ” Dr".  Vohanned  Hi  m . 

ASs6cTAfiri*dd;s7lCATbiU»‘:  i  V/V: !  !•  I  i  Y  :  » I :  Ar-:;V 

I _  _ _ <  yjO;  f  _ _  ....  . . . 

r>T:HV  ,  v‘C:  ;lcr.:.ii.:dcj,'-y-OrH-oJo;-.y 

Di-p.ii  ;  i-.-.-iiL  of  tu:_<!  i. f  i : i- : 

m~TOHi)sT~ ' . * .  '  _ _  _ _ _ _ 

ACCUMULATIVE  KEPCASif'  “  '  ’  AlfciiHOi .AT !  Vi:  CX1KACT  ACCUMULATIVE  SUPPLY 

COST:  None  COST:  None  COST:  _  _ _ 


FY-80  y  'c:asi:  COST: 


V’URiOtUO  Vvi!.::  RESl'r.TS  : 


STUDY  OD.PXJ  i  MK\ 

To  detc-. .uino  the  efficacy  of  ois-platinura  in  .  Oign&nt  lymphomas 


TECHNICAL  A'-’P  ROACH : 

Cisplatinum  yo/rn^  I.V.  once  q  91  days. 
This  is  given  with  mannitol  diuresis . 


PROGRESS  PURI NG  IT-80: 

WRAiMC  did  not  enter  any  patients  on  this  study , 

C2vLGB  entered  29  patient:,  and  demonstrated  modest  activity 


NUMBER  Or  VuTuVciS  Ttf  BE"  S'fOlTlYi)  VKI’daircOtTCKTHiC  OK  Sir, )Y_:_ _ _  ..J'-'pne 

SLRIOlIS/i  XPECTED  ST. li>V  5 f V) 0 : if  i V  iff  SUP. JKCTS  V-\R ffcii’A  n V'C  j'fVVoiUCY: 

Hone  _  _  _ • _ _ 

corYiiisiodS:  .  . . . 

Cic-platinum  may  have  some  effectiveness  in  the  treatment  of 
malignant  lymphomas . 

PUiii.i o.\ 'a  ;:> t rac r.-> ,  py-su; 

Cava  1.11,  F.  ,  ct  al.:.  Phase  31  Trial  of  C.i  s-  .;i<:hlo>’o::iar.mi  noplatinn 
.in  Advanced  Malignant  Lymphoma  and  Small  0  :11  Lung  Cancer: 

Prelim:  nary  Re  suits  .  Cancer  Treatment  Bop-  in  (>'}:  .1 592- -1-603  , 
ho.  9-10,  September- October  1979- 


Work  Unit  No 


ItiGS 


'i'itlo  of  Project:  CALGB  #7892,  Multimodal  Therapy  for  the  Management  of 
Primary,  Nonmetastalic  Ewing’s  Sarcoma  of  Pelvic  and 
Sacral  Bones, 

Principal  Investigator:  C,  Hematology -Oncology  Service 
Associate  Investigator:  ' 

After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
22  Feb  81,  there  has  not  been  a.  response.  This  progress  report  request  was  for  the 
period  30  September  1979  to  1  October  1980,  We  can  no  longer  delay  compila- 
tion  of  tho  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report.  ' 


Work  Unit  No. :  1569 

Title  of  Project:  CALGB  v 7803,  Multimodal  Therapy  for  the  Management  of 
Primary,  Nonmetastatic  Ewing's  Sarcoma  of  Bone;  Pelvic 
and  Sacral  Sites  Excluded. 

Principal  Investigator:  duel,  Iematology -On oology  Service 

Associate  investigator: 


After  numerous  requests  for  an  annual  progress  report  on  Ihis  project,  as  of 
22  Feb  81,  there  lias  not  been  a  response.  This  progress  report  request  was  for  the 
period  20  September  .1979  to  5.  October  1980.  We  can  no  longer  delay  compila¬ 
tion  of  the  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  repo  L 
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. :  i : :  30  Sep:c  i  .hjcr  .1  WO  jPROlOOO!.  NO:  .CAL0_  78V1 . 

i  i  O;'  5‘UO.t  EC  f:  Treatment  of  Ad  van  rod  Oil  fuse 


oo:;;,  o  ut  i  '>/o 

S’lAT'iS:  JnLcrir.i  X 

T  in,!  I 


.  art /no  date  :  a/'to/To  cAf.oi;  ‘  aivnu)  coMi'Lmo:-;  jdatb  fj.98z 

•. i. N CT V aV'  1  K\’lis TI C A't’OR : ~~ '  "Jeffrey  tl"  Diw.nDcrF  Il.D.,’l.TC  MG 


OCIATE  INVESTIGATORS:  . 

FACILITY:  Walter  Deed  Army  Medical 

1 

Center 

SERVICE:  Ilematology-Oncology 

_  -  „  - 

Department  of  Medicine 

-V  l.’ORDS:  Histiocytic  Lw.uhoma 


.Cumulative  kedcase 

JTT:  None 

Mi 0  MEDCAS'FcOST 


J  ACCUMULATIVE  CONTRACT  TaCCuFuLAT j.VE  SUPPLY 
COST: _ None _  COST: _ _ 

- j  ^gvTKw  Ices  irCxs  T 


None*  J 

UDY  03JECH VS:  1.  Test  wheth  nr  tlin  addition  of  contin  ..our; 
nerease.  trie  response  rate  and  duration  of  c  y  c  1  o  p ;  >  o  .s  pi  i  a » )  j  d  e  s 
prednisone,  (CHOP)  7 .  Test:  contribution  of  tfv.Ti  d-.ro 
•  in  part  ;  <:»M ...  »..<hc-  the  r  it  5  s  p.  ophy  u  ;.-,n  in-;.. 

»•  lapses »  • 


1)  1  co my c. in  infusion « 
v  i  n  c  r  i  s  t  x  n  e  ,  a  d  r  i  a  iuy  c  in 

'Luo!  rev  ate  to  abo--- 
ml  >i  ' f  v<. .  ,o  !:er- 


LifNICAL  APPROACH :  1,  Treatment:  categories  expanded  to  other  poor  histology  lymphomas 
.  CHOP  therapy  witli  and  without  continous  bleomycin  infusion  oc  3  courses  with  rando~ 
ix.ation  followed  Tsy  standard  or  high  dose  -methotrexate,.  (Sc.e  attached  sheet) 


'.OGRESS  DURING  FY-80:  111  patients  remain  in  complete  remission. 

CALC-5  have  entered  56  x>atJ'-nts. 


! ; KR  _0F  SUBJECTS  TO  Bb 

>'o i»s /unexpected  side ’ 


;  STUD  Til)  DEFORK  C OKI’ I. PRO  ON  OP'  STUDY ^ 
EFFECTS  1  il  S  UB  j P. C TS  PA RIM  Cl  P  AT i NO  IN 


None 

iCLUSlONS:  Too  early  for  conclusions. 
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T C AT IONS / Ah 3 T RA CTS ,  FY-80: 


None 


Work  Uni i  No.  157.1 

Title  of  Project:  CALGB  #7891,  Intergroup  Rhabdomyosarcoma  Study  II, 

Principal  loves.  'gator:  Chief,  Hematology- Oncology  Service 

.-.ssoci ate  Investigator: 

After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
22  Fob  81,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  September  1970  to  5  October  19S0.  Wo  can  no  longer  delay  compila¬ 
tion  of  the  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report. 


o 

L 


1  . 


(■’fi/.r  luy/f 

I)  Vi  .' :  SO  S  pr  1  %  ft*  P<  10  iiVOi .  N’O^  CAJ.C?  /D/,l  ...  jS'Aiici:  1 1;  r  ;  i  ;r.  _  )T 


'ji;..::  0"  »•:  •rex:  Phase  JJ.  study  of  M-AMS.A  (NSC  ?A9Qf;7J_  -r 
Treatment  !'.*r  !■  .  nmn,  (''/si  ian  ihuvlv.  ma,  Let  Car'-iaem, 

hypernephroma,  and  Hepatoma. 


ri*..i  i. 


s \ k'.' j  .\v:  j'Avr.:  my  if//v  __  [  r:si' i;:  vrsiij  c:o. -i  f.)  i  i  t.;-;  uall:: 

VjU :.X IVaV" T S  VEST l GATOR :  LTC  jefirey'i..  JtarenbeVfcV  'mV  _  2 . ” 

ASsc'caAi^rY:;v/fsnc<vfokl;T'“‘ . w»cnVi'n  :  ;.*«i  i  »«>  jieVd  Amy  Medical" 

'  _  CcillfM'  _ _ _ _ 

SERVICE:  lleaiatology-Cncology 

Depart;:- nt  of  Mud  i  c  ijie_ 

Kh"\’  WORDS :  H-AMS A~  Melanoma,  'Ovarlad'Carc.iiuima,  Breast  "Care inoina”.  Hypernephroma  ,"  Hepatoma 

ACif^uTAnv^"jMhCASE  ^ciwuLATiWcojm^a7  rAcwWwri^jy  sumST 

COST:  COST:  COST: 


FT- 80  Mi-1  DC  AS  F.  COST: 


|  PERI 


IODIC  UK VI KW  RESULTS : 


StuDY  OBJE.CiI.VE:  j>^nso.  st;udy  (>r I*--AMSA,..CNSC  VAR99./A -is.  clerrl^nea  tor 

Dntre.rnin.P-  tin  complete,  or  partial,  response..  Xre.qucvacies  of  lie  ^various  selected  tumor: 
(Sec.  A. 2)  i  f  i.rna t cent:  with' M- -/IMS',  Dc.i  rvnfn,--.  tfu-  D;.  retim  of  -response.  in  those 
tin re-:y  .-id  f.«g  fo  •  <  utinm-J  Atri  —  i :. r  .<  - 1  •  ■  --\W:.  .;■>.••  r  ;  : -rml  i  niico.i 

tin!  laliorntory  data  .regard i.ng  tuxi city. 


TKCjlXICAL  APPROACH ;  The  .first'  treatment'  dose,  will  he  .120  r  e/;!  ",  Patients'  previous!; 


increased  by  /.u  Mg/  t-i  ovet  tne  pct-vroiu;  <iosc  untn  j.ou  lug/^  rs  -reached,  or  unt'.U.  -.mye- 
lo:;nppress£pi>  is  encountered «  Kyelosuppression  will  -require,  close-  rr.of’if ieation. 

Other  severe  toxic  It: .to..'::-  sucii  ns  extreme  nnur.cn  and  vomiting,  Mucositis,  anil  hepatic 
toxicity  nay-  also  lie.  indications  for  dose  Modification,. 


PROGRESS  DURING  I’Y-80 :  Six  patients  arc  entered  on  this  study.  There  have  been 
no  responses;.  Three,  patients  .have,  -subsequently  or  pi  red  and  three  remain  on  study. 


NUMBER  OF  SUBJECT:;  TORE  STUDIED  BEFORE :  JiOMPI.KT  [ON  OF  STUD  I’ : _ 162 _ 

se'uious7l'nexpkctki>  ‘side  kefec.ts  t.F sub  j ECTS  PART r V: f PATU’c”  in  pkoj KCT : 


CONCLUSIONS : 


P V r.i.LCAT  (ON'S /AUSTRAL 1*S  ,  I  V  80: 


Ko*‘l»*v.'or  of  (his  reporf  did  no!  approve  it. 
Wo  arc  waiting  for  gator  V;  c.ontmenl 


none 


DA'i'Cj _ 30  Sogt  oid/_er  1980  (PROTOCOL  NO:  CA •.£;!*  79.11 

title  ok  J’i'.o.i  •'(:  r : 

Treatment  of  Vc  liii.iry  lint.ica L  ce!  ••.cut  c  Lymphocytic  Louhc:: 


FORK  Ui-ilT  NO .  137  3 
STATUS  :  J  nt  e r  h:i 

Final  X 


STARTING  J.'ATKi. . ?;?. . :  •,'.../.fJ _  _  (  ESTIMATED  JiMMPLm.OS  ii.YiT,":"  CiotA  4  A  7/80 

PRINC [ PAL_I N  VEST I GATOR :  fir.  Jet  !  i  cy  1..  Keren!  •  erg 
ASSOCIATE  iN'VKSTIGA'iijjtS 


i!S : 

•  > 

FACILITY : 

b’a  Iter  Re  cl  ~Arin>"  Med  ic.l' 

Center 

SERVICE: 

Hematology -Oncol ogy 

_ _ _ 

Department  of  Modi  cine: 

ACCUMIJI ATI VK  MKDCASE 
COST :  None 


FT- 80  MED CASE  COST 


None 


ACCUMULATIVE  CONTRACT  j  ACCUMULATIVE  SUPPLY 
COST:  __  Kone _  j  COST:  None 

^lolMiruilviKWlNisUJ/i-n 


STUDY  OBJECTIVE:  3,  To  imprr.  ,  response  rat  r  and  duration  in  acute  lyrapho-.y  tic 
leukemia  by  testing  high  emc-.r  .low  dorr  tv-  'Inis--  ;<■  in  in  due.  Hr  - 


TECHNICAL  APPROACH:  Three  arm  protocol  comparing  prednisone  4 0  mg/M?  with  .120  mg/]-j2 
ami  vs  prednisone  40  mg/ M?-  plus  dexametb asonc  12  mg/M^.  Al  l  patients  receive 
vincristine  2  mg/ll^  IV  q  week  x  4. 


PROGRESS  DURING  FY-80:  One  patient  entered,  achieved  complete  remission. 
Protocol  closed  Because  of  lack  oF  funding  of  Pediatric  group  -  CALCS , 


i ; u m'Yi  :  r  '  of  s’ u  K.i  k c  irs 
ser!  our; /unexpected 


KKF0RK  COMPLETION  OF  STUDY: 
SIDE  EFFECTS  IN  SUBJECTS  PARI’ IC I  PATINO  IN 


'  K/A  ' 

PROJECT : 


CONCLUSIONS:  '-fbc'  only  patJ.eht:  treiVuxl  wTLX'be  followed  Tor  long  tcri-i  toxicity  and 
survival.  No  subsequent  reports  will  be  submit  Led. 


PtU'.I.I  CAT  fC  tS/AKSTRACIS 


FY-80 : 


None 


Reviewer  did  not  approve  tins  report.. 
Investigator  must  answer  his  comments. 


Title  of  Project:  CALGB  i?7981,  Comparison  of  FA.M  Versus  M/v  in  Locally 

Advanced  or  Metastatic:  Gastric  Cancer. 

Principal  Investigate  .  C,  Hematology -Oncology  Service 

Associate  Investigator:  • 

After  numerous  in.  quests  for  an  annual  progress  report  on  this  project,  as  of 
2  2  Feb  81,  there  has  not.  been  a.  response..  This  progress  report  request  wag  for  the 
period  30  September  1979  to  1  October  1980,  We  can  no  longer  delay  compila¬ 
tion  of  the  reports  submitted  by  those  investigators  who  complied  with,  the 
regulations,  so  a  supplementary  annual  progress*  report  will  bo  compiled  when, 
this  investigator  submits  his  report. 
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I  ,TC 

'  Jeffrey 
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ASSOCi. 

i  EVES 

i'lf'  VX'RS  : 
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I  SEEVIf 
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jy-C'nco  1  ogy 

Depai  "-.ent  of  M'-d  Lcmu’ 


KEY  WORD 3  _ 

ACC UK  U L ATI V E  KEDCASE 
COST: 


FT- SO  KEDCASE  COST: 


ACCUMULATIVE  CONTKACI  I  ACCUMUi.X!  '  VK  SU)  PLY 

COST:  I  COST: 


PEPTONIC  1’KVi.EW  KEPULTS  : 


STUDY  OBJECTIVE:  This  Phase  II  study  of  K-.iMEV  is  designed  so:  Determine  the 
complete  or  part  ial  response  frequency  of  t;  tctory  Hodgkin's  disease,  d: if:  fuse 
liistocy  tic  lymplioma  and  poorly  different tai . 1  lympho-  yJ  ic  lymphoma  to  treatment  wi  • 
l'-AMSA.  Tint  trnJrio.  the  durati on  of  re. ••.■pons  a  '  iko.:.:  E/vloV- 1  vr.- g,,  i;:  <■ 


•>c«;  e  EX'  i.o  X  AMS/-  ad.  ;i  nisi  rat 

laboratory  data  regarding  toxicity. 


i.  f.  1 


■  O 

TECHNICAL  APPROACH :  The  first  treatment  dose  will  be  .120  mg/M  ,  although  patients 
previously  heavily  treated  with  chemotherapy,  (’specially  nitrosoureas  or  radio¬ 
therapy  or  with,  hepatic  dysfunction,  way  start  at  60  mg/M'o.  Every  3  weeks  the  close 
will  be  inert  ased  by  20  over  the  previous  dose  until  .160  reached,  o  ' 

until  myelosupprcssion  is  encountered.  Myel osuppr css ion  will  require  dose  mod if lea 
tion.  Other  severe  toxicity  such  as  extreme  nausea  and  vomiting,  mucositis,  and 
hepatic  toxicity  may  be  grounds  for  dose  modification. 

PRO CRESS  DURING  i’V-SO:  Two  patients  entered  on  study.  One  had  progressive  disease 
but  remains  alive  with  decline  after  responding  to  another  protocol.  The  other  is 
not  evaluable.  She  refused  further  therapy  after  2  weeks  and  died  with  progressive 
effusions  and  pneumonia. 


i 


<  V  sieOV.xts  i"6' i'iK  "sTinii iTo "b"k roue  or '  sYiibV’f  ’  100 

'XXI’oCIED  Si  PE  EFFECT:;  in  SUBJECTS  iVi’Kl'ictPATlNf:  In^ ^  PROJECT 7 

None 


None 


,  I  V  80: 


None 


k 

C 


[,K  OP  i'K 
•c:  or.  A 


:  Isabel..  ivdO  _  j  1*K'  >  i  OcT6: .  j^o:  C;ALG:;  790X 
•\*r:CT:  Chenoth  arapy  of  Advanced  Pancreatic 
Coxpara*.  iv«?  Phane.  TT  Study. 


u:\ o',  urii  r  ;:o,  :i  y/r> 

|  sji  yi'US  :  int  or  i  r:i  X 

t  1  j n 


S I  ART  I NC jui' E  •  Pec ember  1M/J)  ~  ^ '  {  L>,  i  iMMFU  COMi’LLJ  ION  DAll  : 

PRiNCiPAl._  IN 7KST1 UATOR: _ LTC  Jeffrey  Beronberv;,  MC  _ 

ASSOCIATE  INVEST  IGAXOKS:  ’  ”  ’  j  "rAcTljW :  ”  U.iii.'j'  iiot-’ci  ”  A  r  n;y  ITT- ,:i  1 

Cl- li  t  Of 

SEKVJ  CU:  ilcmnLoiogy-Oncoiogy 

Depart  iii(:_nt_of  Me di  cb\£^_ 


KEY  LORDS : 


ACC UHULATI VE  MT-DCASE. 
COST: 


FY-00  HE  DC  AS  r.  COST: 


'  ACCUMU L AT  1  Vlf  CON' TRAC f 
COST: 


|  ACCUMULATIVE  SUPPLY 
j  COST: _ _ 


PERI  Obi  C  iCCVI  t'.i  RESULTS  : 


STUDY  OiiJECi  VE :  'j'c-  establish  the  activity  of  t.v.-c  combination  chemotherapeu tic  regimen  r. 
CSMi'  vs.  FAM)  against  advanced  pancreatic  enreiuo  with  respect:  to  response  f requencue 
remission,  and  survival  duration.  Moreover,  the  relationship  of  response  and  :!  1  s 
to  patient  viva  'I  will,  tv  determined.  To  :.iud-  -he'1  ■  r, j  n  pat  lent  n  .... ;  1 1 

a  ;y.T-!:>  ed  no  no.  table  **.<•.  v.Taatic.  c.-nev-  •  ■•;.!- h  u  •  •-.•uls».  ..viercace  Lo  depression  in 
terras  of  the  frequency s  severity  and  nature  of  symptoms,  as  compared  to  a  group  of 
patients  with  locally  advanced  gastric  cancer  fCAbGP.  protocol  7931).. 


TECHNICAL  API  KOACfl; 


5  -Fluorourac.il ,  Strep  tc-;o  ’.or  iti  ana  Mitomycin-  0  versus 


5-Fluoroucil,  Adriamyc.in,  and  Mitoiriycin-C. 


PROGRESS  DURING  I Y--80 :  One  patient  entered. 
Patient  expired  on  day  117. . with  progressive 


Lo  response  of  measurable,  disease, 
d  : '  ...bil  l  ‘  at  ion  with  inf  ec  Lion , 


NUMDLKJUF  SUBJECTS  TO  HE  STUDIED  BF.FO_RK_ COMPLETION  OF  STUDY:  TOO 

si:  Rio  us/  uke  x  p  foxed  ~s  x  de  effects'  tn  '  sus.iecYt.  Kin  tcYiay'  no  in  project- 

None 

<  •i.NcidJcToNsT" . . .  ~  . 

Too  early  for  evaluation. 


'UDL7CATT0 N ‘ ’> / A ISTKACTS  , 


FY  80: 


KO  A.  ilii  1 T  i  .0 .  i  57  7 

J)  Vi  K  :  ?>'  ■  Sep!  i-i  iu-i  1080  (PROTOCOL  NO:  CA;;^  /92;1  _ .  S>.VTUS_:  interim  >' 

TUT.K  OF  .  .  .  .  Final 

Cor.parat  ive  St  udy  t. !  Tfirt  e  .  •  iss:io:i  1  nUnct io  •  Regiic; 

,*  1 1  u !  Two  V.  i  in!  cu.-mce  ime  ■■  iii  Acute  riyelogtcous  Leini-iuta 


STAmKG  ]).yrK:'"?0 'j;Vn  80  _  "  |  F-S'r I  'iATKIi  COMPLETION  DATE :  _J.982_ 

Vri:Tc;'[V’A1  JNVES7  fCAYoVJJir.  JoUrcy  i..  Dcreabei;g,_ _ _  _ _ _ 

ASSOCIATE'  INVEST}  GATORS:  ’  FACILITY:  Walter  Reed  Army  Medical 

Center _ __ _ _ _ _ 

SERVICE :  Hematology-Oncology 

__ _ Department:  of  Medicine _ 

KEY  WORDS  :  Acut  e  Myelogenous  Leukemia _  __  _  _  _ _ ____ 

ACCUMUlXfiW^infjCASE  " j“  ACCUMULATIVE  CONTRACT  ACCUMu LATT.VE'  SUPPLY 

COST:  None  COST:  None  COST;  Nonc_ 


FY-80  MEDCASK  COST: 


J PERIOD! C  REVILE  RESULT S : 


STUDY  OFF  v.IIVE:  -j  ^  To  Hoi.i-Ym.mo.  :l.i  it-'  reefing  .i.ntov  «:i  t  >  of  ndu '.'..ion  therapy  v;-J.3  I 
increase  emission  rate,  2.  To  determine  £  cletrimw^axe  !  r>i.'  1  '.."crease  in Section 

e  dur  -  . .  mi’sr.irm  i  uduc.t  ion. 


TECHNICAL  APPROACH;  Randomized:.  Regimen  A  with  CO-Triiooxazoie  po  bid  during  induction. 
Regimen'  B  without  CO-Tr fenoxazo l.e .  Randomize  between  Regimen  1)  Daunomyciri  (DNR) 

/» 5  mg/M2  IV  days  1,2,3  -I  ABA-  C  100  mg/M2  TV  by  zont.vaoua  infusion  day  1-7.  'Regirien '  ?.) 
DNR  45  mg/M2  iv  days  I,  2,  3  +  ARA-C  100  nig/K2  IV  by  continuous  infusion  6-Thoguainine 
100  mg/ IT ^  po  days  1—7.  Regimen  3)  DNR  45  mg/M2  iv  -I  ARA-C  100mg/M2  IV  by  continuous 
infusion  days  1-10. 


PROGRESS  DURING  FY-80;  Two  WRAMC  patients  entered,  both  achieved  a  complete  remission. 

CA1.GB  -  accrual  not  reported. 


NUNTERJOF  'SUB  JECTS  ToJftE  STUDIED  BEFORE*  COMP  LET  I  ON  OF  STUDY  _ 550 

'SKRToUS /"UN EXPECTED  SIDE  EFFECTS"  IN  'SUBJECTS  PARTICl PATTnG  IN  PROJECT : 

None 

CO.NCLUS IONS :  Too  early  to  evaluate. 


Pi; HE  r  CAT  f  ONS/A'.ST  TACTS  ,  FY  80  ; 


'J’Jtis  report  has  not  been  approved 
by  the  reviewer.  We  are  waiting  for  the  investi¬ 
gator  to  answer  his  comments. 


None 


Vi-'/J  .:-.  ;.0  5' T  19X0  c :;i : :  CALGB  8031 


wo;:::  ox  hi  no*_itv8 

:  x_'7’ 

TtTI.i:  ('•!  :  tv.- :  :  A  Uorvloiiij. zed  Study  Comparing  the  '  !  inn* 

Combination  o  nor . nai  Therapy  and  C'hs.mo i  herapy  with  Ctiamal  her  as ...  alone-  tor  the  T: 

i.'.cnt  of  Advanced  l<r an r. t  Cancer  iu  Postmenopausal  Iioneir. 


STARTING  HXIZ:  '  "july  3.980' 


ns-:  tri.vi •  •  =•  :  *  s-  ::  is:;-  •. :  1982 


'• 5  ;icrJ>lIt_^l*:.s.T.^-AT0K :  _  1/CC  Jeffrey  L.  ’  Beretiberjj,  M.D.  MG 
\SS0CiAl  t.  *  .* .  Cr>  i  IoAIOKS  ! 


f;F.Y  i’05VJ5:  Adv  a  a  c  e  d~Br  e  a  st  Cancer . 


FAC!  i.?  ;v:  l.r-.-.j  i  .»! 

J 

8KKV!i':l:  !.'•■•••  ::  \  o  i 

r<  -|.  •  i  .a Til  nt'  H,-d  i  i 


ACC  u  MU'LAT  I V  F.  ME  DC  AS  E 
COST: 


IT-80  MTPCASK  COST: 


ACCUMUI.A1  ivr. 
COST: 


PERIODIC;  !TA  :  lu.FlH.TS: 


■  ACCDSUI.  ATI  Vi-:  Shl'PbY 
;  COST: _ _ _ 


SitTDI  03J&CTI VE:  Xo  .determ f.ne  t  he.  effectiveness  of.  combine'  I.un  chemotherapy  versu s 
comSinatfon  chemotherapy  plus  hormonal  therapy  in  improving  response  to  treatment 
and  survival  in  patients  with  advanced  hr oast  cancer. 


li.CtlNICnL  /vPl  ROACH :  Patients  entered  on  study  art.'  raudoraised  tc>  receive  either 
combination  chemotherapy  with.  c.ytoxan,  adriamyc.in,  5-f luorouracil  and  tazaoxifen  in 
a  28  day  cycle  or  combination  chemotherapy  with  the  drugs  and  dosages  without 

tamoxifen. 


PdOGRr-SS  DUdlXG  FY-80:  of  three  patients  entered  on  study  in  1980,  one  has  stable 
disease  and  tvo  .h eve.  bad  partial  responses*  -  .• 


NUM5JER  OF  SubJKCTS 

:  i !  fui  o'bi/  u  :Vk  x  i  ’  iTcmY 


TO  _3K  STUDJ  ED  JCKFOii;  (ioMi’LXT  I  i'll 
si  i)ri  iTnicTs  in  s iTii.i i  c is  iviVc i  o < 


C.0NCLU3 10X3 : 


Too  early* 


sfl'ii?: _  300 

xi:  "uT'i’hojsciT 


i'in>LT CATIONS/ ABSTRACTS ,  IT-80 : 


None 


WORK  UNIT  NO.  3579 

MK..JP  '•  "■'•'•r  1  >  ’  .  RROi''  > ;  CAJ.UB  >‘183  ‘  '■  /;•.  :  ;  ' 

TITLE  01  li'.i  :..v  :  :  Snrg'i cnl  Adjuvant  Syatcrai::  Ch?ncLl?..>r  tsy  '  ;  • 

with  5-FU,  Mr  i  '-.vein,  and  Mi tomycin-C  VS  Observation  nr: ly  in  Cast:  ; 

Ad  e no care  inom.. . 


STARTING  DA'iC:  _  19.79  j  C‘:  •  '  ;  i*  '{  !>'.  jy  gy 
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Regimen  A  -  Tamoxifen  2  ir.g/r.  '  p.o.  tid.  Regimen  B  -  Fluoxymea- 
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I LOGRLSS  Dua)»\G  l  i-80:  A  total  of  40  patients  have  uecn  entered  on  study, 
ho  new  patients  entered  in  158Q.  Six  patients  remain  s table .  Of  the.  remainder,  three 
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* 


l>nto:  1  Pecetaber  1980 _ .. _ fiVofotvl  N>:.  j.64:>  _  _  _  |fp.U;  J:  Interim 

Title  ol  Project:  * - A1»4JL - 

The  Use  of  Auto  Factor  IX  Concentrate,  Hunan,  Dried  in  the.  Treatment  of  Patients 

vith  Bleeding  Due  to  Factor  VIII  Inhibitors  and  the  Treatment  of  Factor  VIII 
Inhibitors ^  _ 

Starting  Date:  November  1975  [jdstirmicefi  Completion  Date:  Tlia  study  should  "be  ‘“do 

at'"thT;TPTme7 

Principal  Investigator:  Daniel  B.  Kimball,  Jr.}  COL,  MC 


prdu  ;:  interim 

|  . 1'Tm.j '  >f 


Associate  Investigators : 


Key  Words: 

Accumulative  f  td.u C.-rcl  *:I 

Cost: _ _ _ _ 

FY-SO  i.IE D CASiTcost r 


(i'a.ciHry;  URA 


.0(jpl;/Svc  Department  of  Medicine 


Aooiun 

Cost: 


.olive  Coal/. act  Accumulative  (Supply 

_ _  Cost:_ 

_ Periodic  Review  Results: 

(to  1  >o  filled  in  by  DCJ)  ’ 


‘  Study  Objective: 

To  study  the  us:/:  illness,  efficacy  and  safety  of  Auto  Factor  IX  Concentrate  in 
the  treatment:  of  inhibitors  to  Factor  Vlfl . 


Technical  Approach: 


Progress  during  FY-80: 

Since  the  activation  of  thin  study,  only  one  patient  has  presented  with  bleeding 
and  an  inhibitor  to  Factor  VIII.  She  was  ineligible  for  the  study  because  of  con¬ 
comitant  liver  disease. _ _ _ _ _ [ _ 

Number  of  subjects  to  ha  studied  before  completion  of  sthuly:  ~ 


Ssrioits/itnexpcclcd  side  effects  in  .: 


ibjeci:::  purt.ieip;  i ing  in  project: 


Conclusions: 

Tn  the  five  years  that  lhi.;w;i  udy  lias  l»ccu  activated,  only  one  patient  has  present  < 
and  she  was  ineligible  for  placement:  on  the  study  and,  therefore,  I  feel  this  sit" 
should  be  concluded. 

Publications  or  Ai.sf  racts,  FY-SO:  None. 


Work  Unit  No. : 


1644 


Title  of  Project:  WRAMC  #7501,  Evaluation  of  Adriamycin  and  Cis-Platimun 

Combination  Chemotherapy  in  Treatment  of  Malignant  Disease. 


Principal  Investigator:  Chief,  Hematology-Oncology  Service 
Associate  Investigator: 


After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
22  Feb  81,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  September  1979  to  I  October  1980.  We  can  no  longer  delay  compila¬ 
tion  of'the  reports  submitted'by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report.  '  .  ‘ 
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Work  Unit  No. : 


1649 


Title  of  Project;  WRAMC  #7602,  Chemoimmunotherapy  of  Prostatic 
Carcinoma.  • 


Principal  Investigator:  Chief,  Hematology-Oncology  Service 
Associate  Investigator: 


After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 

.  •  .*  ‘  *  .  i  •  . 

22  Feb  81,  there  has  not  been  a  response.  Tins  progress  report  request  was  for  the; 

period  30  September  1979  to  1  October  1980.  We  can  no  longer  delay  cempila-" 
tion  of  the  reports  submitted  by  those  investigators  who  complied  with  the  - 

regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report.  *  •  • 


WORK.  UNIT  NO.  1651 


DATE: '  30~  S  ejj» ■  r  "_1_9 SO *'•  •%  •*!.  NO:  WRAMC  760A  .  :  * :  '  f 

TITlE  Or  rR-.ML'V:  Combination  Chemotherapy  for  the  Treat-  :  J' i s  ■  X 

nent  of  Advanced  Gastric  Carcinoma  with  either  1  -Te t  r  a-llydr  o-2-Fur  anyl-5-Flu  or o-  ir  nr  jl 
(Ftorafur),  Adriamycin  and  Mitomycin-C  vs. 5-'‘.\uorot*ra<-.il,  Adriamycin  and  Mito;nyc3n-C, 


STARTING  HXiV: _ 1076 _ _  {  »:r. 

PRjKCI ?/«•■  INVESTIGATOR:  LTC  Jeffrey  Berenberg,  MC 


1978 


ASSOCIATE  I N VEST I GATJRS : 

1 

FACI! 

.•:.i 

!> 

NERVI  < 

•I*  :»>  » 

'>..i  » 

i^FY__*ORIiSj — AdvaneexLGas-tric.  -Carcinoma 

* 1  r  * 

ACCUMULATIVE  MEDCASE 

1  Al\T!Mi)!.AT  i  VI 

: .  .••ci 

COST: 

COST: 

;  cost : 

f 

FY-80  MEDCASE  COST: 

1  PERIODIC 

REVILE 

»U>  LETS: 

STUDY  OBJECTIVE: 


To  study  the  efficacy  of  and  compare  the  results  of  treatment  v;\i  tli 
Ftorafur,  adriamycin,  and  mi'tomycin-C  with  5-fluoroutdcil,  adriamycin,  and 
mitomyciw-C. 


TECHNICAL  APPROACH:  Ftorafur  1500  mg/m2  I.V.  days  1-5  during  week  1  and  5  of  each 
8-week  cycle.  Adriamycin  30  mg/m2  l.V,  days  1  and  29.  Mitomycin-C  10  mg/m2  I.V.  day 
1  of  each  8-week  cycle.  5-Flu orouracil  600  mg/m2  I.V.  days  1  and  8  and  days  29  and 
36  of  each  8-week  cycle.  Adriamycin  30  mg/m2  I.V.  days  1  and  29  of  each  8-week  cycle 
Mitomycin-C  IQ  mg/m2  l.V.  day  1  of  each  8-week  cycle.  Ftorafur  was  discontinued 
on  1  July  1977. 


PROGRESS  DURING  FY-S0:  No  further  entries. 


NUMBER  OF  SUBJECTS  TO~  BE  JEICUIMD 'HElYikE  G< 
SERIOl'S /UNEXPECTED  SI  nE 'EFfECfS'  iNSlUUEC  IS 


OF  NiUI/t':  dosed  to _paticnt_entry. 
I'AiINN  IN'  PliO.J Etf: . 


CONCLUSIONS:  Short  responses  in  those  evaluable  patients  however  all  evaluable 
patients  had  progressive  disease  by  18  months  with  l\  shortly  thereafter  -  Awaiting 
group  wide  study  with  new  Phase  II  agents. 


PUBLICATIONS /ANSI  RAC  IS .  FY--H0 : 


WORK  UNIT  NO.  165't 


DATE:  30  September  1980  | PROTOCOL  NO:  KRAMC  740'; 

STATUS:  Interim 

TITLE  OF  PROJECT: 

Final  X 

.  Treatment-  of  Unresectable  Bronchogenic  Carcinoma 


STARTING  PATH;  _  •  |  ESTIMATED  COMPLETION  DATE:  Closed  June  1977 

PRINCIPAL  INVESTIGATOR :  Ur.  Johannes  lifom 


ASSOCIATE  INVESTIGATORS: 


FACILITY:  Walter  Reed  Army  Medical 


Dr.  Char  • 

SERVICE:  Hematology-Oncology  .  ’’ 

Department  of  Medicine 

KEY  WORDS:  Lung  Cancer  ] 

ACCUMULATIVE  MEDCASE 
/  COST:  None 

ACCUMULATIVE  CONTRACT 

COST:  None 

ACCUMULATIVE  SUPPLY  ' 

COST :  reprints  • 

1 - : - 

"  *** 

None 


PERIODIC  REVIEW  RESULTS: 


STUDY  031FCT/.VE- 

To  determine  whether  combination,  chemotherapy  with  radiotherapy 
would  prolong  survival  in  unresec table  bronchogenic  cancer. 


TECHNICAL  APPROACH :  p*  ^  • .  i  nwni  p.  ,  ,  „ 

Chemotherapy  x^ith  CCNU,  Cytoxan,  Adfraniycxu ,  Hexamethyl.'iTjelamivic 

Procarbazine  and  Methetrexate  befor  radiotherapy /RT  or  after  in  those  who  failed’  RT. 


PROGRESS  DURING  FY  80:  Thirty-seven  patients  entered,  three  entered  a  complete 

remission.-  Ojua  patient  remains-  alive  and  is  being'. followed i...'  She  is  stable  without  disc 


None 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY: 

•  SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 
See  1978-79  Report _ _ _ _ _ 


CONCLUSIONS: 

See  1978-79  Report.  Since  only  one  patient  remains  alive  this  study 
should  be  closed.  The  remaining  patient  will  be  follox^ed  for  long  term  toxicity. 

PUBLTCATTONS/AP.STRACTS ,  FY-80:  ‘ 


?G0 


WORK  UNIT  NO.  1655 


DATE:  30  September  1980  } PROTOCOL  NO:  WfcAF.C  7607  j 

STATUS:  Interim 

TITLE  OF  PROJECT:  chemoimmuno therapy  of  Carcinoma  of  the  [ 
Lung  Using  High-Dose  Methotrexate  and  Citrovorum  Factor  vi 

Final  X 

th  or  without  BCG, 

STARTING  DATE:  27  July  1976  I  ESTIMATED  COMPLETION  DATE:  2  Jan  1979 

PRINCIPAL  INVESTIGATOR:  Dr.  Johannes  B.iorn 

ASSOCIATE  INVESTIGATORS : 

LTC  Charles  Killer  .  ' 

FACILITY:  Walter  Reed  Army  Medical 
Center 

SERVICE:  Hematology-On oology 

Department  of  Medicine 

KEY  WORDS:  Chemoimmunotherapy,  Lung  Cancer 

ACCUMULATIVE  MEDCASE  ACCUMULATIVE  CONTRACT 

COST:  None  COST:  None 

ACCUMULATIVE  SUPPLY 
COST: 

FY-S0  MEDCASE  COST: 

None 

PERIODIC  REVIEW  RESULTS: 

STUDY  OBJECTIVE: 

1.  Evaluate  response  obtained  with  'high  dose. methotrexate  and 
radiation  therapy  in  patient  with  residual  lung  carcinoma. 


2.  .Evaluate  role  of  immunotherapy  with  BCG, • 


TECHNICAL  APPROACH:  1,  Escalating  doses  of  methotrexate  17  mg/kg  300  mg/g 
followed  by  radiation  therapy  1500  rads  with  recycling  to  chemotherapy. 

2.  Half  the  patients  will  receive  BCG, 


PROGRESS  DURING  FY-80:  One  patient  remains  NEO  after  chemotherapy  and  radiation. 

She  has  lived  4  yrs.  She  will  be  followed  for  long  term  toxicity  and  survival. 


NUMBER  OP  SUBJECTS  TO  „E  STUDIED  BEFORE  COMPLETION  OF  STUDY:  None _ 

SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 

_ _  ' _  None 

CONCLUSIONS: 

Same  as  79-80 


PUBLICATIONS /ABSTRACTS ,  FY-80 : 

None 


2GL 


WOJUC  UNIT  NO. 1687 


'.*  'J  K: 

77JJ-; 
•n  the 


JO ' S  :-_nt  cv!b «' r  1 930 _ UJCm “ r. >  (7  V:i V :  KRAMC  7701 

C--  7C a  NO  I:  Velban,  Bleomycin,  and  Cis-PJar;iuu;i 
Treatment  of  head  and  Kec.k  Malignancies 


STAY OS 


!  i  .  *.  r  i  :n 
>  '  •  ua I  X 


STARYING  DAT  E :  8  March  T 977 _ ■  j~E~STi  MATED  ~<  -0  *-ri  ~  i  I  :'V  >.  f  W  DATE  r  30  Sent-  1980 

PRINCIPAL  INVESTIGATOR:  LTC  Jeffrey' i.-  Berenbcrg,  MC  ~ 


ASSOCIATE  I XV EST IGATORS : 

MAJ  Martin  D.  Weltz,  MC • 

MAJ  David  J.  Perry,  MC 
»  » 

,  Jy  ^’0R.DS:  heaa  andTIecIc' MilLigriancRs 

TxfcUTrULAT  I  MEDC.ASF 
COST: _ _ 

F/-80  MEDCASE  COST’: 


FAC  11:1  l  Y  :  Va  1  >  >•  r  Feed  Army  l'u d  I  c.i  ] 
(>  ii. •  i-r 

SKKVI  CM:  Ht-i.i.w  •  logy -Oncol  o  ;;•/ 

lli-.jiiiV  i  rvr»t  of  Med  it:  Inc 


.  ACCUMULATIVE  CONTRA  Cl  !  ACCUMULATIVE  SUP 
COST:  ; _  COST: _ _ _ 

^>'iTuioi)Tc  (u7v  l'b;  results": 


PLY 


STUD’/  OBJECTIVE:  Xo  evaluate  the  efficacy  of  the  combination  of  Velban,  Bleomycin, 
and  Cis-Platinom  in  SCC  of  the  head  .and  neck  recurring  after  radiation,  surgery  or 
previous  chemotherapy.  To  evaluate  the  efficacy  of  this  rag > :  r.s  proopera!:  ivo  or 

pre-radiation  treatment:  in  preventing  recurrence. 


TECHNICAL  APPROACH:  pre_0perative/pr e-radiation  induction:  Velban  4.0  mg/m2  IrV.  day 
1,  Bleomycin  15  mg  I.M.  qd  days  1-7,  Cis-platinum  60  lag/r.t2-  I.V.  day  8,  pi ur>  mannitol  and 
fluids.  Maintenance:  Methotrexate  20  mg/ra2  p.o>  twice  weekly  to  begin  on  day  15  from 
onset  of  final  induction  course.  Cis-platinum  60  mg/m2  trill  be  given  every  29  days  >:?, 
courses  then  every  57  days  x3  courses.  Patients  with  recurrent  disease  after  previous 
definitive  treatment  will  be  treated  with  the  induction  regimen  every  three  weeks  as 
long  as  there  is  continued  tumor  regression  until  the  maximum  dose  of  bleomycin  (250  mg/m2) 
has  been  reached..  • 

PROGRESS  DURING  FY  80:  119  patients  have  been  entered  on  st'udyj  109  with  head  and  node 
cancer,  7  with,  uterine  cervical  CA,  2  with  esophageal  CA  and  1  with  SCC  anus.  2  ' 

records  were  not  available  for  review.  One  hundred  seven  patients  with  Stage  III  and  XV 
squamous  cell  carcinomas  of  the  head  and  neck  received  combination  chemotherapy  consist'’ 
ing  of  Velban  A  mg/m2  IV  day  1,  Bleomycin  15  mg  in  days  1-7  and  cis-platinum  60  mg/M2  xv 
with  Mannitol  diuresis  day  8.  Patients  received  from  one  to  four  cycles  at  three  week 
intervals.  Of  64  previously  untreated  patients,  14  (22.0%)  achieved  complete  response, 

30  (44.0%)  were  partial  responders  and  22  (34%)  were  less  than  partial  responders. 
(CONTINUED  ON  REVERSE  SIDE) 


S 


J.-3ER  OP  SUBJ ”.CTS_T0_  BK__ 
E Rl O US / UNEX i ’  KCTK D  SIDE  E 
Two  creatinine  3.0; 


STUDIED  BEFORE  COMi’Ji  T  I  Off  OF  STUDY  :  .120 

ffect's  in  subjects  pahitci i’AiiNC  7h  project: 
two  with  Bleomycin  -  related  pulmonary  infiltrates 


CONCLUSION'S :  The  combination  regimen  is  effective  in  producing  complel (T'and  par tin  1 
responders  who  have  superior  survival  to  those  who  do  not  respond.  Subsequent  surgery  ’ 
and  radiotherapy  can  be  given  without  major  morbidity.  This  regimen  is  planned  for  a 
randomized,  prospective  adjuvant  trial. 
gi'BLT  CAT  JONS /ABSTRACTS,  FY-80: 

rovn  AW  Jr,  Blow  J,  Car  cia-Cuer  re.ro  C,  Richardson  MF,  bender son  RL;  Comb  in  at.  ion  chemo—  . 
; herapy  with  vinblastine,  bleomycin,  and  ci.s— d iawmiue d i.eh loropla t inum  (IT)  in  squamous 
(■■•ii  carcinoma  of  the  head  and  neck.  Cancer  45:2830-2835,  1980. 


m. 


PROGRESS  DURLKC  FY  80  (C0^:  i’) 

The  response  rate  for  all  patients  was  65%.  24  month  actuarial  survival  for  the 

complete  responders  was  83.2%,  for  the  partial  responder  39.3%  and  for  nonresponder  :: 

0%.  Of  42  previously  treated  or  recurrent  pai. .onts,  f>  614%)  were  complete  responders, 

13  (30%)  were  partial  responders  and  25  (56.5%)  were  nonresponders.  The  response  rate 
was  44%.  24  month  actuarial  survival  was  80%  for  complete  responders,  12.8%  for 

partial  responders  and  4%  for  nonresponders.  Toxicity  was  -mild  with  dermatitis,  mild  _ 
renal  insufficiency  and  nausea  and  vomiting  most  commonly  seen.  Two  patients 
developed  renal  insufficiency  with  creatinines  of  3.0;  two  developed  pulmonary  infil¬ 
trates  without  symptoms;  there  were  no  drug  related  deaths.  24  month  actuarial 
survival  for  the  64  previously  untreated  patients  was  41.7%;  24  .month  actuarial 
survival  for  a  retrospectively  matched  site  and  stage  group  was  34.5%.  (Logrank  tent, 
p>  0.10).  This  combination  has  activity  in  advanced  head  and  neck  cancer;  no  improvement 
in  survival  over  historical  controls  was  demonstrated. 


Work  Unit  No. : 


1G58 


Title  of  Project:  WRAMC  #7702,  Adjuvant  Chemotherapy  of  Prostatic  Carcinoma 

•  with  Adriamyein  and  Cis-Diamminedichloroplatinum  n. 


Principal  Investigator:  Chief,  Hematology  ~Oncologir  Service 

Associate  Investigator: 


p* 


After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
22  Feb  .81,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  September  1979  to  5.  October  1980.  Wo  can  no  longer  delay  compila-  '* 
tion  of  the  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report.  ' 


m 
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2iii^X_JD£.C£inUex_19ilO_ 


I  Protocol  No: _ ^ _ 


Title  of  Project:  Polycythemia  Vera  Study  Croup  (PVSG) 
Protocols 


[StTus:  Interim  X 
f  ’’  ~  Pinal 


Starting;  Date:  FY  78 


(Estimated" Complct  ion  Date :  Protocols  1  &  10  are  closed 

to  patient  accrual^  but  pa- 

Principal  Investigator:  Daniel  B.  Kimball,  Jr.,  COL,  HC  tients  randomized  continue  to 

-be— LoJJLoynd— and  protocol  5  con¬ 
tinues  to  be  open  for  patient 
accrual  with  no  near  term  Corn- 


Associate  Investigators: 

Staff  and  Fellows  of  the  Hematology*' 
Oncology  Service 


Facility:  WRAMC 

pj.etion  date  projected  '  ■  the 
.  fla* I:  ibnaT'groupl 

Dopt/Svc  OepnrVmerit  of  Medicine 


KeyWords: 


Accumulative  MEDCASE 

|  Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost  i 

I 

Cost: 

FY-80  LIED  CASE  Cost: 

Period!  c  lieview  JResults: 

(to  be  filled  in  by  JJCI) 

"Study  Objective:  To  study  the  therapeutic  medalities  and  natural  history  of  several  of 
the  myeloproliferative  diseases. 


Technical  Approach: 


Progress  during  FY-80:  In  FY  1980  WRAMC  followed  patients  registered  on  polycythemia 
vera  study  group  Protocols  1,  5  and  10; 

Protocol  01:  Protocol  01  has  been  closed  for  several  years  to  accrual,  Mrs.  E.  J.,  a 
WRAMC  patient  living  in  Fayetteville, _ North  Carolina,  continues  to  be  followed  on  this 

Number  of  subjects  to  be  studied  before  completion  of  study: _ _ _ _ _  (over) 

fieri ous/une.'cpeeted  side  effects  in  subjects  participating  in  project: 


Conclusions:  As  noted  previously,  Protocols  1  f.  10  are  closed  for  further  patient  accrual 
The  patients  currently  randomized  will  continue  to  bo.  followed  and  Protocol  5  remains 
open  for  accrual. 

PulmenLitms  or  Abstracts,  J’i  -  bO:  None. 
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Alkeran  with  no  complications  and  good  control  of  his  platelet  count.  As  noted 
above,  the  study  has  been  cloned.  Patients  who  would  be  eligible  for  this  study 
would  now  be  appropriately  randomized  for  Protocol  12.  The  ad  van  lap/.-  of  Alkeran 
in  this  study  was  marginal  compared  to  P32  and  it  was  felt  that,  inpaj  that  It  might 
be-  because  of  the  lower  dose  used. 


Progress  during  FYSO :  (Continued)  j 

protocol  having  been  last  evaluated  this  past:  soring  at  the  Vielffir  Reed  Army  Medical  S 
Center  and  receiving  a  dose  of  P32  for  control  of  her  elevated  platelet:  count.  Foil  or-  j 
up  continues  in  the  national  office  on  431  randomized  patients  with  the  median  followup  i 
being  5.3  years  on  phlebotomy,  5.4  years  on  Chlorambucil  and  G.l  years  ou  P32  as  of  the  { 
15  February  1980.  The  median  survival  time  is  7.8  years  on  Chlorambucil,  9.7  years  on  j 
P32  and  the  median  has  not  been  reached  on  phlebotomy  therapy.  The  differences  in  .cur-  } 
vival  are  not  statistically  significant.  The  excess  incidence  of  leukemia  in  patient..': 
treated  with  Chlorambucil  which  was  identified  previously  continued  with  16  documented 
cases  from  those  patients  treated  with  Chlorambucil  as  compared  with  1  case  on  patients 
treated  with  phlebotomy  and  9  on  patients  treated  with  P32.  Also  the  increased  incid¬ 
ence  of  cancer  in  patients  treated  with  Chlorambucil  continues  although  it  is  not  stat¬ 
istically  significant.  There  is  as  previously  noted  an  excess  incidence  of  thrombotic 
complications  for  patients  treated  on  the  phlebotomy  arm  as  compared  to  those  treated 
on  the  Chlorambucil  or  P32  arm.  However,  once  the  patients  have  been  followed  on  any  J 
form  of  therapy  for  more  than  3  years,  the  incidence  of  thrombotic  complications  appears' 
comparable  in  all  3  groups.  t 

Protocol  05:  The  three  patients  from  Walter  Reed  continue  to  be  followed  on  Protocol  5  .! 

and  are  all  being  followed  without  complications.  Because  of  Che  previously  noted  in- -  j 

cidence  of  leukemia,  this  study  was  designed  to  test  the  role  of  phlebotomy  plus  anti-  j 
aggregating  agents  as  compared  to  P32  in  the  treatment  of  polycythemia  rubra  vera .  | 

Nationally  138  patients  have  been  entered  on  the  study  with  a  median  followup  time  of  .  j 
42-56  weeks.  Two  deaths  have  been  reported  on  the  study,  one  due  to  suicide  and  a  • 

second  due  to  a  Budd-Chiari  Syndrome  at  86  weeks  on  the.  study.  A  total  of  16  heniorrhr&Je • 
or  thrombotic  complications  have  been  observed  ranging  from  moderate  to  severe  with  both; 
arras  of  the  protocol  having  had  recorded  complications  and  at  this  point  there  appears  ! 
to  be  no  difference  in  incidence  of  the  complications.'  As  noted  previously,  the  study  j 

continues  to  be  open  for  patient  accrual.  It  would  certainly  appear  that  if  the  arm  j 

of  phlebotomy  plus  nntiaggregating  agents  can  be  shown  to  be  equivalent  to  the  P32  arm  ; 
that  this  may  be  the  future  treatment  of  choice  for  this  disease,  j 

Protocol  10:  Two  patients  from  WRAMC  have  been  randomized  to  this  study  which  is 
designed  to  compare  the  therapeutic  efficacy  of  P32  versus  an  ora]  akalnting  agent  , 
phenylalanine  mustard  (Alkeran)  for  the  control  of  primary  thrombocytosis.  Mrs.  R,)>. 
continues  to  be  followed  on  the  study  although  her  therapy  lias  bad  to  Ire  discontinued 
because  of  major  cytopenia  and  a  hypoplastic  marrow.  She  has  become  significantly 
symptomatic  because  of  the  panocytopenia  with  anemia  and  lias  required  transfusion. 

Whether  this  may  evolve  into  a  leukemic  picture  is  unknown  at.  the  present,  time.  The  ' 
other  patient  who  is  randomized  for  the  study  at  Walter  Reed  is  receiving  daily  oral 
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"accumu f at  i  vi;  to:;  pra'ct 


ACCUMULAT 1 VF.  MEDCAS E 
COST: 


COST: 


ACCUMULATE VE  SUPPLY 
COST : 


FY-80  MFD CASE  COST: 


PERIOD- 0  REVIEW  RESULTS ; 


jj’EI 


STUDY  OBJECTIVE:  ..  _  ,  ...  .  „  _ 

To  investigate  the  Lherapeui  tn  eti.'.caey  or  -araLomycm-O  alone  ycaffn 

mitomycin-C  plus-  XCRF-1-59.  -  an  patients  with  advanced  colorectal  neoplasms.  To 

evaluate  the  hyp  e  re  o  agulalx  te-  st.te  .which  ori  s  in  r. ::  t-ii  Ic  colon  pat  lent  r;. 


TECHNICAL  APPROACH:  Regimen  I  —  Mitomycin-C  7  jug/n^  I.V.  every  6  weeks,  if  there  is 
progression,  after  one  dose,  or  stabilization  after  two  doses,  switch! over  to  Regimen.  II, 
Regimen  II  -  Mitomycin-C  7  rag/aa^  I.V.  every  6  weeks  ICRF—i  59... TOO  -rog/uw  p.o.  day  1,2,3 
every  3-  weeks  in  divided  doses  every  8  hours.  If  there  is  objective  progression  after 
one  course,  the  patient  is  to  .tie  taken  off  protocol.  Addendum  1  changed  the  randomiza¬ 
tion.  All  patients  will  he  entered  on  the  ICRF-15ft.plus  mitomycin-C  regimen  only  a 


PROGRESS  DURING  FY-80: 


No  further  entries. 


NUMBER  b F^ S UJ J E C'iV'TC »  BE  STUDIED  It  £  FOR IMjOMI » i 
SERIOUS/UMEXPECI  ED  SI  UK  EFFECTS  IN  SUBJECTS  1 


s  i  ;o::  or 

ViUi  it  ip-. 


•ii  lilVr  :  Closed 

•  j  :1c;  i  ri  V’RfJ.j  ec  i: : 


CONCLU.S  IONS :  closed  because  of  lack  of  therapeutic  efficacy  in  the  12  patients  that 
were  evaluable  on  study. 


PUBLICATIONS /ABSTRACTS ,  I  Y-  BO: 


2G7 
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ASSOCIATE  INVESTIGATORS:  ’  V  TinCuYivV 
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KEY  '■•■’OKhS:  Refractory  GI  Tumors;  chlorambucil;  methotrexate 

ACCUMbTATlVZ  .MEDCASE . I  VE  ClNTiiXtri  ACCUXULlYYvi-:'  DUJ'FEY 

COST: _  COST:  _  _  COST:  _ _ _ 

IT- SO  ILEOCASE'cOST":  Tpi ■fluolu C  KHVI HHIeS i'uTSl 


STUDY  OBJECTIVE:  To  test  the  therapeutic  efficacy  of  chlorambucil  and 
methotrexate  :Ln  patients  with  advanced  gastrointestinal  tumors. 


TECHNICAL  APPROACH:  Chlorambucil  S.O  mg/ra2  days  1-14 

Methotrexate  10  itig/ra2  days  1,4,8,12  (p.o.) 

This  course  is  repeated  every  28  days.  For  patients  who  havr 
had  prior  chemotherapy  or  radiotherapy,  75%  of  the  dosage  is  given  for  the  first 
cycle.  - 


PROGRESS  DURING  IT-80;  Bethes da' Naval  Hospital  has  not  entered  any  further 
patients.  WPAftC  entered  two  patients.  >.  •’ 


I.UMOEi’OE  SUBJECTS  TO  BE_  STU_l'#IFJ)  BEFORE  COMI’EK  I  Hr!  OF  STUDY: _  • 

SELIOUS/tViEXl’EC'TED  Sli)ii  EFFECTS  Tit  SUiijECTS  I’AU  I  I  C ( PAT  I  NO  IN  PROJECT:  .  • 

CONCLUSIONS:  No  efficacy  seen  as  far  as  response  and  survival;  will  enter  a 

total  of  *si>:  more  pat  ients;  if  16  patients  are  without  response,  will  close  study. 


Work  Unit  No. : 


1G6G 


Title  of  Project:  WJRAMC  #7801,  Immunological  Evaluation  and  Phase  I 

Immunotherapy  Trial  of  Patients  with  Various  Carcinomas. 


Principal  Investigator:  Chief,  Hematology -Oncology  Service 

Associate  Investigator’: 


After  numerous  requests  for  an  annual  progress  report  on  this  project,  as  of 
22  Feb  81,  there  has  not  been  a  response.  This  progress  report  request  was  for  the 
period  30  September  1979  to  1  October  1980.  We  can  no  longer  delay  compila-  ' 
tion  of  the  reports  submitted  by  those  investigators  who  complied  with  the 
regulations,  so  a  supplementary  annual  progress  report  will  be  compiled  when 
this  investigator  submits  his  report.  ‘  . 
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0  I  /.  1 1 . 


!  i :  •.  ■  r  i  r: 


STARTING  DATE: 


IWi'i  1  I  I'  1  1  •'  :  !.  i  !  •  -i 


date : 


WING I  PAL  INVESTIGATOR: _ LYC' Jeffrey' L.  B'erenberg,  M.D.  MC  _ _ 


ASSOCIATE  INVEST! CATORS : 

MAJ  Martin  D.  Waltz,  M.I).  MC 
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KEY  WORDS: _ Metastatic  Breast  Carcinoma  _ _ 

ACCOM!  RAT  L VI!  CON  TRACT 


ACC UMULAT I V E  MEDCASE 
COST: 


COST: 


FY-80  MEDCASE  COST: 


|  PER 1 01)1  C.  Hi'. V  t  P.v:  RESULTS: 


:  ACCOMli LAY  1 Vli  SUPPLY  " 
j  COST: 


STUDY  OBJECTIVE:  To  evaluate  response  rates,  jnean  duration  of  response  and  survival  in  two 
patient  populations  with  advanced  breast  carcinoma.  In  the  first,  group,  patients  who 
have  failed  CM?  chemotherapy  or  single  or  combination  therapy  not  to  include  adriamycln 
..•ill  be  randomized  to  treatment  with  BCNU  and  mtonycirv-C  vs  tdrirmye. in  alor.e,  in  re. 

tempt  to  determine  if  BCNU  and  nvitoraycln-C  provide  an  equivalent  or  improved  response 
rate  when  compared  to  adriamycin.  In  the  second  group,  patients  who  have  progressed  on 
OAF  regimens  and  who  have  had  prior  exposure  to  -methotrexate  will  be  randomized  to  trc.r  l- 
rent  regimen  consisting  of  BCNU,  methotrexate  and  vincristine,  with  and  without  cytoxan, 
in  an  attempt  to  test  the  synergism  of  BCNU  and  cytoxan.  . 

TECHNICAL  APPROACH:  *  . 

Regimen  1  -  BCKU  100  mg/m^  I.V.  infusion  day  1,  Cytoxan  400  mg/m^  I.V.  push  day  1, 

Vincristine  1.4  nig/nt^  I.V.  push  day  1,  Methotrexate  30  wg/ij  I.V.  push  day  21. 

This  cycle  will  be  repeated  every  28  days.  Regimen  II  -  BCNU  100  mg/hji2  I.V.  in  30  . 

cc  of  5%  D5W  over  30  minutes  on  day  1,  Vincristine  .1.4  mg/ I.V.  push  day  1, 

‘Methotrexate  30  mg/m?  I.V.  jjush  day  21.  This  cycle  will  be  repeated  every  28  days. 


\ 

PROCRESS  DURING  FY-80:  Of  twelve  patients  entered  on  study,  three  are.  lost  to 
follow-up,  four  patients  have  progressed  on  treatment,  three  patients  have  expired 
and  three  patients  have  » table  disease.  .  .  '  .  • 


NUMBER  OP'  SUBJECTS  TO  BE  STUDltfD  BEFORE  COMPLETION  Of  STUDY:  60 

KKIOIJS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PART !  (MPA  i' :  NG  IN  PROJECT: 


CONCLUSIONS: 


Continue  to  accumulate  patients  as  present  findings  are  inconclusiv 


;■ LICATIONS/ABSTR/iCTS ,  FY-80: 


None 
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STARTING  DATE :  November  1978 


T ES T iSoTP  COHPL h f  105 »"  DATE:  June  198.1 


ASSOCIATE  INVESTIGATORS: 

FACILITY: 

’Walter  Reed  Army  Medical 

Center 

SERVICE: 

Hematology-Oncology 

Department  of  Medicine 

KEY  WORDS :  Ad riarayc in-induced  Acute  Cardiac  Damage 
ACCUMULATIVE  MEDCASE  ACCUMULATIVE  CONTRACT 

COST:  COST:  _ 


ACCUMULATIVE  SUPPLY 
COST : 


FY-80  MEDCASE  COST: 


PERIODIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  To  teat  the  effect  of  K-acetyl-cyst  nine  on  adrlamycin’s  acute 
cardiac  toxicity.  The  study  will  provide  information  on  the  development  of  acute 
and  chronic  cardiomyopathy  and  the  possible  protective  effect  of  N-acetyJ-  cysteine., 
ECG-gated  cineangiography  will  be  obtained  at  regular  intervals  in  patients 
receiving  adriamycin  with  or  without  N-acety  1-cysteine  and  the  rate  of  progression 
of  the  cardiomyopahty  will  be  determined  in  ’’protected"  versus  "non-protected"  path 


TECHNICAL  APPROACH:  Randomization:  Regimen  A  -  Oral  placebo  followed  in  1  hour  by 
adriamycin.  6Q  mg/ra2  I.V.  every  4  weeks.  Regimen  B  -  Oral  K-acetyl- cysteine  5.6  mg/m2 
followed  in  1  hour  By  adriamycin  60  mg/m2  I.V.  every  4  weeks. 


PROGRESS  DURING  FY-80:  This  is  a  joint  study  with  the  National  Cancer  Institute. 
Approval  was  recently  granted  for  the  use  of  N-acety  1-cysteine .  Thus  far,  the  NCI 
has  entered  9  patients,  four  on  adriamycin  plus  N-acety  1-cysteine  and  five  on 
adriamycin  alone.  Two  patients  on  the  adriamycin  alone  have  developed  congestive 
heart  failure;  no  patients  on  adriamycin  plus  N-acety 1-cysteine  have  developed  CNF. 
No  patients  have  been  entered  at  VRAMC  because  of  eligibility  requirements,  however, 
several  patients  were  considered. 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY : _ 

SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 

None 

CONCLUSIONS!  Tn  7.  years;  no  patients  accrued  at  this  institution,  will  close  study  for 
our  participation  in  next  9.  months  if  no  accrual. 


F  U  BLI C  AT  I  ON  55  /  All  S  T  PACTS ,  FY-80: 


None 
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S  TA  Ri  i  XG  DA  re: 


ASSOCIATE  INVESTIGATORS: 

'FACILITY: 

Walter.  Reed  Army  Medical 
Center 

t 

SERVICE: 

Hematology-Oncology 

'Department  of  Medicine 

KEY  WORDS:  _ 

ACCUMULATIVE  KEDCASE" 
COST:  _ 

FY-SO  MED CASE  COStT” 


ACCUMULATIVE  CONTRACT 
COST: 


ACCUMULATIVE  SUPPLY 
COST : 


PERIODIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  To  examine,  the  efficacy  of  cis-diaTamin.ec’alo;co‘>latj.nij]n_CDDP.).,  as 'n  'post¬ 
operative  adjuvant  therapy  for  patients  with  stages  C  and  transitional  cell  cardan 
of  the  urinary  KLa'dder  who  have  Iiad  all  gross  disease  removed  at  the  time  of  surge* .. 

To  study  the  usefulness  of  ecmiBin  at ion.  chemotherapy  with.  cts-diamainctlicUloropla tinniu 
(DDR)  ,  mitomycin-C  .(frlTCl.  and  methotrexate  _G'ITXX.  in  patients  with  metastatic  .(stage  D,.) 
transitional  cell  carcinoma  of  the  urinary  .Bladder »  To  use  this  protocol  as  a  pilot" 
study  for  eventual  expansion  into  a  .large  clinical  trial  under  the  auspices  of  a 
cooperative  group  _CCALGB.X- i-f  initial  results  are  promising,  "  ■ 

•  .  ...  ■  .  .  •  •  ■  .  '  •  1 '  ;;  ••• 

TECHNICAL  APPROACH:  Adjuvant  Chemotherapy  -  C is-ct iautmined iclJ.or op latin u m  60  mg I. Ah. 
infusion,  every-  R8  days.  Advanced  or  Recurrent  Disease  —  Hitomyein.-C  10  mg/ no  I .V,  da 
1.  Cis-diaraminedichloroplatinura  60  iag/m?'  days  1  and  21,  ^Methotrexate  2-0  m g/m^  p,  ' 
ol  days  8  and  15.  •  .  •  • 


•  •  •  • .  »■  ’".y ‘ 

PROGRESS  DURING -FY-80:  Two  patients  entered,  no  patients  entered  during  FY80.  ' 

Study  has  Jieen  closed- to  patient  entry  for  poor  accrural.  'One  patient  remains  free 
of  disease  at  day  770;  The  other^pafcient  progressed  ii£i:e:c  3  months  and  has  .been 
lost  to  follow-up. 


BOLDER  OF  SUBJECTS  TO  DC  STUDIED  BEI'OgK  COMPLETION  OF  STUDY: _ 

SERIOUS /UNEXPECTED  SIDE  EFFF.CTS  IN  SUBJECTS’ PARTI CTPATT NO  IN  PROJECT. 

_ None _ _ _ . _ 

CONCLUSIONS:  "  '  . 

None 


CBL I C  AT  T.ONS/ A  B  S TRACTS ,  FY-SO : 


1 


WORK.  UNIT  NO.  1670 


RViF:  'It)  September  1 9 ■  ! i  ;  i'  ;  v;tK'i>l.  NO;  V/KAMC  7902 
'i  i  ri.ii  or  ;  i|ij  jectY  .  .  . 

Clinic.;  i  Trial  of:  Specific  I  :r.mun  - i'«t ••  apy 
as  an  Adjuvant  to  Surgery 


SiATUS  :  In 

""  "Final'”  X 


,)  Vi  Not_  started . J  EST • : :  Viol)  COMPLETION  DATE  :  Not  formally  activated 

PR  INC  IP/- i.  I  MVESTI  GATOR :  Dr.  Johannes  Blom 

ASSOcYAlir'lNVESTlGATORS:  . . . . ,  j  FAC >  LIT  Y ~ “Walter" Kccd"  A rmy  "Ned  Lc'aT 

’  Confer _  _ • _ 

SERVICE :  Hematology-Oncology 

_ pa r t me nt  of  ^ie d_i cine 


K EY  WORDS:  Immunotherapy,  Lung  Cancer 

ACCUMULATIVE  KEDCASli  .  i  ACC U MU L ATI VK  CONTRACT" 

COST: _ None _  j  COST:  None 

IT- 80  NeHjaSE'cOST : 


None 


PERIODIC  RE VI Eli  RESULTS: 


ACCUMU  LAT l VK  SUPP LY 
COST :  None  _ _ 

_ i_ . . 


STUDY  OBJECTIVE: 

To  determine  if  specific  inimuno therapy  would  :ur, prove 
post-operative  survival  in  operable  lung  carcinoma. 


TECHNICAL  APPROACH : 

Administration  of  a  tumor  associated  antigen  with  adjuvant 
controls,  surgery  alone,  adjuvant  alone. 


PROGRESS  DURING  FY-80: 


Unable  to  cross  file  on  IND,  therefore  protocol  not 
activated. 


NIRW1-X_0F  SIIB.JLCTS  TO  RE  STliDI  El)  REi’OKE  COMPLETION  OF  STUDY:  N/A 

S  E  R 1 6 js  /  UN  EXPECTED  SIDE  I.mifciS  Ts"  SUBJECTS  PARTI  Cl  P  ATI  NG  IN  PROJECT] 


N/A 


CONCLUS  TONS : 


Close  out  study 


PUi’.LI  CAT  f < f-.'S /  ABSTRACTS  .  FY  -MO: 


None 


p.*TbY_M'e.  .  -m!  wramc  790.1. 

rixi.;-:  or  rR.-.iECl  :  Protocol  for  Adjuvant  Anti  platelet 
'ih crapy  for  dukes  ■>.>  or  C  Cancer  of  the  Colon 


•'T:V.*  ■  : 


■  i  t'.  r  ;  X 


STARTIEC  PATS: _ 1979 _  j  ivy; i  e  V  .Tune  1934_J 

PRINCIPAL  7svsSTIcXf03i  ~LTC  Jef  fr~ey  L.  "Br.renberg,  M.D.  MC  J  J  ’ . . 

ASSOCIATE  INVESTIGATORS :  ”  . Jl’AClUiY:  V.’;i  I  •  r  line  d  Army  1  1  c  a  ! 


\'.i.  I-.  •  <• 


KEY  CORDS:  Cancer,  Colon 
ACC  UMITLAT  I VE  MED  CASE 
COST:  _ _ __ _ 

Fi-eo  MEDCASE  cost! 


{•  SERVICE:  !P.  o  r -.  I'S-.y-OncoJogy 

!i.-|..i-  f  ;'!<  riL  o  f  Med  i  c  i.no 


acgumuiativk  contract  ;  accumulative  supply 

COST: _ : _ ' _  j  COST: _ ; _ 

cfloiT i  c*  *Yi  mV  i  />.' '  results': 


Fi-80  MEDCASE  COST;.  |'  PERIODIC RKVIKt  RESULTS: 

STUDY  OBJECTIVE:  The  aim  of  this  study  is  to  seek  evidence,  for  an  increase  in.  tire 
disease-free  period  (or  survival)  in  patients  with  Duke’s  "l^"  or  "C"  colorectal 
cancer  who  arc  treated  for  a  prolonged  period  with  a  platelet  inhibitory  agent— 


aspxrxn. 


TECHNICAL  APPROACH:  A  coagulation  screen,  factor  VOX  complex,  sali  r.yiiale  level  and 
platelet  function  tests  (aggregation  and  membrane  analysis)  will  be  done  prior  to 
treatment  and  one  month  post  treatment.  The  patients  will  then  he  followed  accord¬ 
ing  to  the  protocol  with  subsequent  coagulation  studies  at  4-month  intervals  c>r 
whenever  bleeding  or  thrombosis  appears. 


PROGRESS  DURING  IY-80:  5  Patients  were  entered  on  protocol.  One  death  2°  myocardial 

infarction  post-op  surgery  for  recurrence, .  ’  ' 


■Vi  UBHR  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  SiU.'Fi  :  60 

.SERIOUS  /  UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  I  'ART  1 0 1  FA  i’l  NG  I N  PROJECT: 


CONCLUSIONS :  Need  30  patients  in  each  of  2  Arms.  Information  is  being  combined 
with  Hershey  Medical  School  same  protocol.  Too  early  to  evaluate. 


’ U SEX CAT I CVS / ABSTRACTS ,  FY-80 : 


►.1  I 


l')ATK:  _ 

TLL  OK  PROJECi  :  Tumor  Tissue  for  Extract 


WORK  UNIT  NO. _ lf>7?_ 

I’..;.  J i  'STAfiS ~J ■■ ! y X1 

Preparation  |  Kiaa! 


siautT; ' ; ' date,:  1978  _  _  !  f'^r;  tviio  ajy; ;;j  f i(p;  J^8i  _ 

PKIKcTf\M.'7.\ VgSTrf:ATCR:'  LTC "Jeffrey  V.  Iiovcnberg,  MC  ' _ ‘ _ _ _  . 

FAC  I  !. :  TV  :  t'::5iei;  lieud  Army  Medic;;! 

(.cd  t  r  1 

I  Sl'.iiV  >  UK. :  Net..  *t  ology-Orieo  iogy 
j  _  Pcp.i:  i  *  j- - 1 1 L  of  l-jetl  i  r.i if..- 


KEY  WORDS:  Tumor  tissue;  extract  preparation ;  colon  cancer;  antigen 


ACCUMULATIVE  MEPCASE 

COST: 

ACCiUHil  AT  1 VE  CONTRACT 
COST: 

ACCUMULATIVE  SUPPLY 
COST : 

FY-80  MLDCA.SE  COST: 

j  PERIODIC  RE VI EL'  ) 

lESL'LTS  ; 

STUDV  OLJl'CTIV£  ■ 

Evaluation  of  immunotherapy  in  carcinoma 
an  antigen  prepared  from  human  colon  tuf.tr  tissue. 

of  the  colon  using 

ASSOC!  Alii  :  NYESTlCATCi'.S  : 


TECHNICAL  APPROACH:  Obtain  tumor  tissue  remaining  after  the  Department  of  Pathology 
has  obtained  the  necessary  samples  for  diagnostic  purposes.  Tissue  should  not  be  y 
deposited  in  formalin,  should  be  kept  sterile,  and  rinsed  with  normal  saline.  -V 
Tumor  tissue  should  be  trimmed  of  fat  and  other  tissue  as  much  as  possible. 


PROGRESS  DURING  FV-SO:  No  tissue  obtained  to  date. 


KliMREK  _0K  _SLi'_JECTS. 
S  E  R 1  (HiS  /  UN  E  X  i’ECTE  D 


TO  BE  S TUDjf ED  BE FO R E  ( A. h; 
SIDE  EFFECTS  1  ?Ts OBJECTS 


p: j'.ii on  'of  st  iinv  r  . . 

j  *  A U i i C L 1  ’  AT  IRC  IN  PROJECT: 


CONCLUSIONS:  No  data  For  evaluation.  Study  will  be  closed  iT  no  tissue  xs 

obtained  within  next  6  months. 

Tliis  report  is  not  approved 
Invostigator  has  not  answered  reivewer's 
VUi’.l.T CAT  1  LAS /  ARS  TRACTS  ,  l  V- .SO  :  comments . 


•~)AT  _ IQ,  3~fsi>  it’I'J)  uyoi."  ■;<}:'  TC-179 

0-  :  rtOJ^C.T:  Testicular  Cancer  Intergroup  Sti .  iy, 


V.’ORK  l/iif.T  K 0,  1673 
Si/.:  L..-  :  !  i.i.vj"  i  X 

. :  it'M) . 


STARTIN’"  P.M2: _ 1979  _ __  _  j  r.NTCV  :  <  •  •:  :  r.1  i-  N  I-Ai  *; :  1983 

r.flfXI:SAL~'lNVL:STIC:'Al:0?.:  LTC  Jeffrey  L.  Berenberg,  M.D.  MC 

associate  f nvV.sticatoks  :  . . 


•’EY  VORTS:  Testicular  Cancer 


l'ACI  I  •  I  V  :  i :  r  Peed  Army  Xedlc.i! 

t:>  i>.  >  i 

SEKVM  K:  E«  ••lus-.y  •  Oncology 

l>- •(..!!  t  t  of  XodlcLne 


ACCUMULATIVE  MEDCASE 
COST: 


n'-SO  KEDCAS5  COST: 


accumuiat i v>:  contract  j  accumulative  supply 

COST:  _ _ _  |  COST: _ 


PERIODIC  REVIEW  RESULTS  : 


STUDY  03JECTIVE: 

To  compare,  disease  free,  and  overall  survival  for  surgery  alone  verse 
■rgery  plus  early  adjuvant  chemotherapy  in  patients  with  resectable.  stage  XI  disease. 


TECHNICAL  APPROACH:  stage.  TX  patients  with.  resectable  abdominal  disease  and  negative 
serum  tumor  markers  will  he  randomized  to  treatment  arms  with  no  adjuvant  chemotherapy 
c-rsus  adjuvant  chemotherapy  with  Vinblastine,  Actinomycin-D,  Cyclophosphamide,  Bleomycin, 
■I  Cis-platinum.  ’  .  .. 


Rr.  ^  tX  1.-80.  jq  pagients  entered  on  study.  Two  patients  randomized  to  no 
djuvant  therapy  have  developed  progressive  disease.  Both  patients  had  bulky  abdominal 
isease  at  surgery.  .  ..  '  • 


.*■  JH3KR  OF  SUBJECTS  TO  BE  STUDI  ED  BEFORE  COMPLETION  •:>)■  S ill DY : _ 

SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBiKcfS  i’AKT! CIPA :TnC  [N  PROJECT: 


CONCLUSIONS: 


Too  early. 


UiU.TCATIOSS/ALSTKACTS,  FY-80: 


DATE:  30  September  1930  _ (PIUjifptOL  NO:  U'KAUC  780 /A 

TI TUE  OF  PROJECT:  Effect  of  Indocyarti.no  Green 
Clearance  on  Plasma  Level;;  of  Adriamycin 


STARTING  DATE: _ 1978  *  .  . '“f  ATKl'f  COMPLET I  ON  DATE :  June  1981 

PRINCIPAL  INVESTIGATOR:  I  LA  J  Martin  1L  licit.?.'/ il'.b.  1 10  _  _ "  _ 


ASS0CI7vT£  INVESTIGATORS : 

t 

FACILITY:  Waller  U 
Center 

cod  Army  Medical 

SERVICE:  Hematology-Oncology 

Department  of  Medicine 

KEY  WORDS:  Adriamycin 

ACCUMULATIVE  HEDCASE 

COST: 

ACCUMULATIVE  CONTRACT 

COST: 

ACCUMULATIVE  SUPPLY 
COST: 

_ 

FY-80  KEDCASE  COST: 

PERIODIC  REVIEW  RESULTS: 

STUDY  OBJECTIVE:  -  4  ,  .  .  , 

lo  correlate  indoc.yain.ne  green  (  CG)  clearances,  in  each 

patient  with  plasma  levels  of  adriamycin. 


DORIC  UNIT  NO. 1674 

R 7  AT  US  :  _ I  » te  r  i  ;u^_X 

Final 


TECHNICAL  APPROACH:  _  .  ,  . 

Indocyanine  green  clearance  is  to  be  obtained  prior  to  the 

first  administration  of  adriamycin.  If  there  is  a  change  in  adriamycin  dosage 
and/or  a  50%  increase  or  decrease  in  I.FT’s  it  is  to  he  repeated  once  again  prior 
to  a  dose  of  adriamycin.  A  total  of  50  indocyanine  analyses  should  allow  for  all 
permutations  of  liver  dysfunction,  dosages  of  adriamycin,  and  clinical  toxicity. 
It  is  expected  that  the  study  will  be  completed  12  months  from  the  time  of  entry 
of  the  first  patient. 

PROGRESS  DURING  FY-80: 

Patients  only  with  liver  disease  who  received  adria  are 
being  studied  -  Accrual  is  slow  2°  highly^ selected  patients  are  needed. 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY:  ->6 
SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATINC~IN  PROJECT: 


CONCLUSIONS: 

Require  6  more  patients  on  adria  alone  to  evaluate  peak  adria 
level  with  disease  of  liver  -  and  toxicity. 


PUBLICATIONS /ABSTRACTS ,  FY-80 : 


OATS; _ 30  September  1980  '  Ji/KOTOCOL'n'O:  WRAMC  UQ3 

0;-  I  uOJf.Cf :  })op  itir  Artery  Adriamycin  Infusion- 
A  Clinical  ar.‘  Pha .-r«ic.okiiietic  Study' 


VOW.  UN T  KQ.367S 

~ LSilL  I  nit*:;  I ; n 
!.’  ini). 


ST  ANT  TUG  DATE: _  1979  _ _  1  EST IMAIKO  COMP!  i  :T  lb:  1  ?)AVE  :  "  June  1982 

V  RING  I  PAL  I N  V  c'.STICATOR :  MAJ  Ilartin  D~.  Welt'zV'il'c,  KC  _ ^  '  " 

ASSOCIATE  INVESTIGATORS:  ‘  .  "YacYliTY;  WalYPr  Reed  A  ray  Me  c!  leal 

■  _ (iii/cr _ _ 

SERVICE:  iicm.v  o)  ogy-Oncology 

_ _ _ _  Uc ;»:u  tinent  o£  Medicine _ 

KEY  ’.CORDS :  Hepatic  Artery  Adriaisycin  Infusion  _ _ _ 

ACCUMULATIVE  MHDCASE  FACCUMULATIVi:  YuYllLXCT  ‘[ACCUMULATIVE  SUPI'L 

COST:  ‘  .  COST:  COST: 


raisycin  uuusxon  _  __  _  _ _ 

Taccumulatjlve  txwiitvcT  ‘  Tacc emulative  supply" 

COST: _  COST:  _ _  '  .  . 


IT— SO  KZDCASE  COST 


PERIOD 


STUDY  03JECIIVE:  To  evaluate  the  efficacy  of  hepatic  artery  infusion  of  adrlamycin 
in  patients  with.  metastatic  liver  disease.  To  evaluate  tlie  pharraacokineti.es  of 
adriamycin  and  its  metabolites  in  patients  with  impaired  liver  function.  To 
the  dose  response  with  c.liuical  toxicity.  Vo  ev\.lual:«  radionuclide  sea....  o;.;r:I  ogra 
and  liver-spleen  scan  as  parameters  of  liver  dysfunction  in  a  comparative  fashion,. 


TECHNICAL  APPROACH:  -  special  diagnostics  will  place,  hepatic  artery  catheter  via 
axillary  artery  and  hepatic  vein  catheter  via  femoral  vein.  Complete  angiogram  will 
be  obtained  at  that  time.  Immediately  thereafter  the  patient  is  sent  to  Nuclear  • 
Medicine  for  92MXC- sulfur  colloid  infusion  (rate:  1  ml/iuiuute  dose*  4  millicurJ.es). 
into  the  hepatic  artery  to  evaluate  initial  catheter  placement  and  hepatic  blood  flow 
distribution.  This  information  will  help  assess  subsequent  patterns  of  hepatic 
distribution  of  adriamycin.  The  patient,  upon  arriving  on  the  ward,  will  next  have 
assessment  of  hepatic,  function  by  indocyanine  green  clearance. 

.%  •  * 

PROGRESS  DURING  FY-80:  Two  patients  entered  to  date. 


MiKBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OK  STUDY: 

SERIOUS /UNEXPECTED  SIDS  EFFECTS  IN  SUBJECTS  PARTI C f PA f T NG  IN  PROJECT: 


CONCLUSIONS : 


Too  early;  need  1?.  evaluable  patients  to  determine  therapeutic 
efficiency. 


)TBU CATIONS/AKSTRACVS ,  FY-80 : 


WORK.  UNIT  KO,  1677 

!).Vi  E :  TO  September  1  OHO  1  PRO:  I  >:  :i  i! .  NO:  E'K.AMC  7905  j  :  I  :  ■ ;  j  t  -  -  r :  i »  X 

TITLE.  ;F  PROJECT:  Therapy  of  Acute  Leukemia  with  lov;  {  Final. 

Duse  Adriaraycin  Infusion 


START!  NO  '  DATeT  "25  "September  1979  \  EST .  CVDiPLET  1 0>fJ)AT;. :  1982 

P~lU?fci  PAL  ‘ !  NVEST fGATOR :  "  H. "  Grant  Taylor  ,  M.D.  "  . . . 


ASSOCI ATE  INVEST I GATORS : 

KAGlLi LY: 

Walter  Reed  Army  Medical 

Martin  Weltz,  N.D. 

Center 

SERVICE: 

Hepi.i  t  olo  gy-Onco  logy 

Department  of  Medicine 

KEY  WORDS: 


ACCUMULATIVE  MEDCASE  .  !  ACCUMULATIVE  CONTRACT  | 

COST:  N/A  i  COST:  N/A  j 

|  ACCUMULATIVE  SUPPLY 
COST:  N/A 

....  ,  .  _ _  „  ,  _ _  -  ri. .  .  i 

i _ . 

FY-80  MKDCASK  COST 


N/A 


'  PE!!  1  CMC  REVIEW  RESULTS: 


STUDY  OBJECTIVE: 


1.  To  determine,  if  kinetic  alteration,  of  the  Inistrat :!  •  of  Adriarayc  I  n  wou  ld 

chance  it’s  efficacy  in  advanced  leukemia  patients  previously  failing  Anthracycline 
therapy. 

2.  Also  !:>  determine  toxteiiy. 


TECHNICAL  APPROACH: 

TRN  dose  infusions  of  Adriamycln  IQ  mg/M^/day  x  lOd  with.  possible  escalation 
if  tolerated.  With  measurement  of  Adriakinetics  and  cell  cycle  kinetics  of 
leukemic  cells  hy  FACS. 


PROGRESS  DURING  FY-80: 

Four  patients  were  entered  on  study  although  blast 
counts  were  lowered  in  all  patients,  no  patient  achieved  a  complete  remission. 
All  patients  deve1oped  inucotoxicity  hy  day  10  of  study.  Drug  levels  and 
kinetics  being  determined. 


“3-6 


linin’.  Ed  OF  SUBJECTS  TO  HE  STUD  I  ID  BEFORE  COMP  LET  f  0N_0F  STUDY  :___ 

SERIOUS /UNEXPECTED  SIDE  EFFECTS  I  X* "SUBJECTS  " PAR f  fc l  PAT INC  IN  PROJECT  : 
Severe  mucositis 


CONCLUSIONS:  Too  early.  Plan  to  accumulate  a  total  of  10  patients. 
Depending  upon  toxicity  and  remission  success. 


J’Uf'.LT  CAT  IONS  / ABSTRACTS  .  FY-80  : 


A, 


tkMMHiMiiHii 


ijvfrf:  30  Septe rib cr'l98 0  fPROIOCOl  NO:'  t’n*.\yr  vgiA 

VITIJ-:  OF  PROJECT-  Metas:.;-t.ie  CoLo  Re-- i al  tcinor.ui 


t’.ou.;.  UNIT  UP.  ICxTC. _ 

. X 


S  f  A  RUNG  DATE:  2 5_S  an  tomb  e  r;_  12  79  T  ESTIMATED  COMP  ' .  KJ1  ON  DATE : January  JLf)  f& 

YrIMCIPAL  IN'  VEST!  GATOR:  MAJ  Mar  tin.  D  .Uel  tz  ,KC _ _ _ 

ASSOCIATE  INVESTIGATORS:  ~  T  FACILITY:  'Waiter  Read  Army  lied  leal 

:  _ Center _ ■_ _ _ 

SERVICE:  Hematology-Oncology 

_ _ _ _  _  Department  of  Medicine _ 

KEY  WORDS:  Metastatic  Colo-Rectal  Carcinoma  v 

ACCUMULATIVE  MEDCASE  ACCUMULATIVE  CONTRACT  ACC UM U LAT I VE~SUPP LY 

COST:  COST:  COST: 


FY-SO  MEDCASE  COST: 


: . T! 


PERIODIC  REVIEW  RESULTS : 


STUDY  OBJECTIVE:  _  „  .  _  .  _  „  ' 

To  my  es  ligate.  the  therapeutic  efficacy  of  hOF-rs treptoaotGcj.it 

in  advanced  measurable  cola-rectal  carcinoma. 


TECHNICAL  APPROACH:  .  ... 

luor  ouxacxl  30Q..itfg/jiri,V ,  daily  for  consecutive.  days 

beginning  on  day  1.  Repeat  every  35- days.  Methyl  C C LLTflO  to g /to ^  p„o»  daily  for  . 

5  consecutive  days  .beginning  on  day  2.  Repeat,  every  -7 2  Jays.  Vincristine  1  rog  I.V,. 

push  day  1.  Repeat  every  35  days,  S  t  r  ep  to  x  o  t  o  c  in  -  5f)  0 .  jog  /tot  l;v  V  »  weekly  Beginning 

on  day  1.  Two  complete-  c.our'ses  should  Be  given  to  fully  evaluate,  efficacy  of  . . 

reginen.  If  there  is  progression  of  measurable  disease  after  2  courses  (see  ll,4-)_ 

or  any  tine  thereafter  the-  patient  is  removed  from  protocol  and  followed  for  survival 

information. 


PROGRESS  DURING  FY-80: 
complete  records.  •  " 


Excellent  accrual J  most  patients  followed  at  WRAJ!C  .with.  • 


.'.'UMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY:  3 G 

Si ; R I OUS / UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PART IC I  RATING  IN  PROJECT: 

CONCLUSIONS:  Will  need  additional  10  patients  because-  of  NK  &  LFU  patients- 
to  Be  able  to  evaulate  20-'-  fully  treated  patients. 


■  i '  1  C  AT  TONS /ABSTRACTS ,  FY-80 : 


DATE:  _30  Ti :',0  j I’KOiO. KO  :  URAMC  790/ 

j JVi-K  OF  nV'il.'CT:  Use  of  Methyl  CCNU  in  the  Treatment 
of  melanoma,  Co] on  and  tan trie  CA. 


CORK  UNIT  NO. _1679 

!  STATUS  Interim 

;  ”  PinaT 


START LUO  ! :  A7E_:  Oci:oEer__197‘i  1  ES  II :  AT  LU'  COX  >i.;;  L  j  OUJOYi  e ; " 

Vuixci?AL'i¥vTTRViWi6R:  ‘  LTC  Jeffery X~.  Berenberg,  MC  . _ 

ASSOC  l  AT  E  IN  VRST1  GATORS  f  '  ‘  “  FACILITY:  V/nl  l' 7-7’’ "peed '’’Army  Tie  die  a  1 

_ _  _ Con  Lei; _ 

SERVICE:  Homai ology-Oneo] ogy 

_ __ _ Dap.ir Uat-nt  of  Medicine 

KEY  WORDS:  _ _ _ ’ _ ___  _ _ 

ACCUMULATIVE  MEDCASE  '  ACCUMULATIVE  CONTRACT  T ACCUMULATIVE  SUPPLY 

COST:  COST; _  COST: _ _ 


FY-80  MEDCASE  COST: 


PERIODIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  The  n  i  t  r  o  s  o  u  r  e  as "  ( I i  C  n UC' T!~Ke thy .IT CCnu'r~§r e''lf'groupn5]f TfaE'ioria  1  ly 
synthesized  anticancer  agents.  Their  mechanism  of  action  ;is  unknown,  although  they 
possess  son 2  biologic  properties  of  alkylating  agents,.  They  have  high  lipid  so.'lvl/Iity 
and  are  known  to  cross  the  Blood-Brain  barrier.  They  ate.  highly  active  cytotoxic.  -  ;.  . 
agents  in  a  number  of  animal  tumor  cystrei  . .  Cxir.ica'l  studies  wilt  Methyl  CCNU  lia 
been  ongoing  since  1871.  Methyl  CCNU  has  sUa.v-u  activity  as  a  single  agent  in  the  •' 
treatment  of  melanoma.  Minimal  activity  in  colon  and  gastric  cancer  has  been  seen  with 
Methyl  CCNU  as  a  single  agent,  but  in  combination  with  5-FU  some  trials  reported  .  . 

the  efficacy  is  increased.  .. 

TECHNICAL  APPROACH:  ?  '  . 

Methyl  CCNU  (Semustinel:  200-225  mg/m  PO  every  6-8  weeks. 


PROGRESS  DURING  FY-80:  Two  patients  entered  ~  one  died  on  day  25  due  to  sepsis  from  s' 
perforated  colonic  cancer.  The  other  is  alive  with  disease  but  still  to. early  to 
evaluate  for  response.  This  is  a  cooperative  effort  with  the  NCI  to  gather  response 
with  toxicity  data  for  Class  "C"  drugs.  "r  •' 


NUMBER  OF  SUBJF.CTS  TO  RE  STUDIED  BEFORE  COMPLETION  OF  STUDY:  _ 
SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PART  1 C  IP  A  Tl  NG:  IN  PROJECT: 

None 

conclusions! 

None 


PUBLI CAT IONS / ABSTRACTS ,  FY-80: 


None 


Work  Unit  #1080 

Ji.Mrl:  30  So;>;  o.ii'Cr  J  930  jYi-V>  i  GCOL  NO:  l-.'RAKC  .-*:HNS  _  j  ST'  ;  -..S  :  f  i-.tcrin  ys 

TITLE  Or  REO.I  EC  1 :  U:>e.  of.  St.repLoxot.ociu  in  t.lio  LteaLmeui  ! _ ...  ..  A  kY.' _ 

of  Metastatic  ‘.islet  Cell.  Carcinoma  of:  the.  Pancreas  and  Metastatic 

Carcinoid 


f.  i’.-W: .  >  MG  DA  CE:  Oct  72 

] 

[kST I  MATED 

C0MP1  ETU),-.  HATE: 

}>KU-:CI  PAL  INVESTIGATOR: 

LTC  Jeffery  L. 

Berenberg, 

MC 

ASS  OCX  AT  E  I N  VF.S  1 1  GATORS  : 

FACILITY 

Walter  Rend  Amy  Med  leaf 
Cc-ntcr 

SERVI CE : 

Hematology-Oncology 

Department  of  Medicine 

KEY  WORDS: 


ACC LTUtfLAT I V E  KEUCASE 
COST: 


FY-60  MEDCASE  COST: 


ACCUMULATIVE  CONTRACT 
COST: 


ACCUMULATIVE  SUPPLY 
COST: 


PERIODIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  ^ Ljrc-j to so to cin.Injs  shown  a  great  degree,  or  effectiveness-  tit 
metastatic  islet  cell  egreinoma  of  tire,  pancreas  and  mat.  a  static  carcinoid. 

Clinical  responses- fu}yee.Bne.n.  reported  ip.  patients-  Y.rJjlCfu;;l  igumu  islet  cell  t.-urnor  s, 
S'treotozotociv  yields-  art.  overall  response,  rate  of  approx  irately-  -J05C*  Even.  if  an 
;.,i:  j  e.cfiye.  ros*>c< :u-.a.  does-  i>^ l:  occur;,  ptaeli;oraf  to  a  <»f  -from -Eor;ror.--l  producing 

tumor®  jCinsulieoaa  arid  carcfnoidXjtHay  occur .  Adequate,  r  '.ml  t  f  fn  U;  LV.tu  this 

drug  Save  not  yet  Been,  performed  in.  otKar  tumor  typer.-* 

TECHNICAL  APPROACH:  strptostot.ocin  is  avail. aTile.  for  intravenous  ad miydtstr a t ion  onlyv 
V.otlr  a  five-day  intensive  course,  ro.gic.ien.  and  a  weekly  regi  r.-an.  Ttave  Jlena.  widely 
employed  using  t&ia  drug-  vitlil  current  favor  gt-zen.  to  *.i  scfiVPule.  of.  .’10.0  icg/n-"'  ly- 
I.o'lus  [daily -X-S  eyexy-  4*?C  week®.  Tile.  weekly  schedule  Has;-  usually.  Keen  1  gn l/m^/v/eeK. 
y.  4  week®. 


RROG.-LESS  DURING  FY-SO :  Tficse  patients  entered  on  study  v- all  patients- Bad  clinical 
diagnosis  of  carcinoid  tumors.  TTrere-were.no  responses  arid  all  patients- Raya  expired . 

At:  post  mortem,  one.  patient  was-  found  to  Lava  met  astatic,  -melanoma  instead  of  carci¬ 
noid.  TFiis  is  part  of  a  cooperative,  effort  witTr  NCI  to  study-response-  witfjl  tov.iciT.y- 
of  class  uClt  drugs-. 

This  report  has  not  been  approved. 

Investigator  has  not  answered  reviewer's  comments 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY: _ 

SERIOUS /UNEXPECTED  SID^  EFFECTS  IN  SUBJECTS "PARTICIPAT INC"  IN  PROJECT  : 


CONCLUSIONS: 


None. 


1 1 1 1 J ;  M  CAT  ION  S  /  A  BST  FACTS ,  1Y-  80: 


None. 


WORK  UNIT  K0.1GHJ. 


jSateV  30 '  Sept  <--nii)er  jOt.O  j  PRO i'OJOl,  NO :  WPuwiC  79Q9.  i . .Hi : I m_  A 

TITLS  OF  Yi’vJ.lECi':  Use  oi  Dannonye  i  n  in  the;  Yreatroon  t  of  [  Final 

ALL,  AML,  and  Other  Leukemi.;i  :  in  Adults  and  Gh i Idicn . 


START  I NC  ! » A  IT.:  October 
P RING I  PAL  IN'VLSTTGA ' fOK: 
ASSOC! ATE  INVEST I GATORS 


KEY  LORDS : _ 

ACCUMULATIVE  MEDCASE 
COST:  _ 

IT-80  MED CAS iT'cOSrl 


1979  1  KST  IM  \  IT !  Ma>MJ*  I  j  IT  H).j  DAY )« : _ 

LTC~  Jeffery  h.  Borcnberg,  _MC ;  ”  _  _ _ 

FACILITY:  W«lL«T  Rend  An.iy  Medica], 

_  Ccu.fr  v  _ _ _ 

SERVICE:  lk-fnaLology -Oncology 

Dcpni  U;eul  of  Modi  cine 


ACCUMULATIVE  CONTRACT  ACCUMULATIVE  SUPPLY 

COST: _  COS'i' : _ 

I  period T (Tre v Feu  YFiTs uU^ 


STUDY  OBJECTIVE: 
purposes  they  inc 


Dau  noray  ('in  is  known,  by  seve:  - ...t  other  names. 
Lucie  clauno.rvibicine. ,  rubi<Jo:.'ve'J.nf  ruboinyciri  C 


9 


ana  NSC  82] .hi  . 


Fa r  info r m a t ion 
Corn  t:i  dine  ^ 


TECHNICAL  APPROACH:  The  currently  recommended  dosage  of  daunomycin  when  it  is 
used  as  a  single  agent  is  60  mg/m2/<tay  XV  for  three  days.  The  course  is  usually 
repeated  at  intervals  of  three  to  six  weeks,  depending  on  the  status  of  hone 
marrow  and  peripheral  counts. 


PROGRESS  DURING  FY-80:  Two  patients  entered  one  achieved  a  Cil  at  day  53  hut 
relapsed  on  day  111  and  subsequently  died.  The  other  patient  died  on  day  31  of 
therapy.  This  is  a  cooperative  effort  with  the  NCI  to  gather  response  with 
toxicity  data  on  Class  "C"  drugs. 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY: _ _ _ 

SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 

None 

CONCLUSIONS:  : 

Too  early  for  conclusions. 


PUBLICATIONS /ABSTRACTS ,  FY-80 : 

None 


PATE :  30  September  .19  SO _ (PRO fScOLKO :  79.10 

T ri'l.y.  Of  PROJECT:  Use  of  S-Azacytidine.  in  the  Tro.atr.umt 
of  Acute  Granalocyi  s.c  Leukemia  in  Adults  and  Cu  i  tdrciu 


WOK  A  UNIT  WO.  16  R? 
i  .  final . 


SY/VRTI«G  PATE:  October  1972  |  ESTIM  Yi  J  n  COME LET ION  DATE: 

I'K i'sCfPAL  I NVESII CATOK :“ .  17rc TTeflery  17.“  Berenlicrg”  MC  ~ . 

ASSOCIATE  1 N VKSTI GATORS :  ~  ’  T'fAcTi.'iTY  :  Walter  liced  Army  Medical 

_Cont.er _  _ 

SERV1  CE  :  item?;!  ology-Oncoiogy 
„  _  DcpaiUnont  of  Medicine 


Kiri  WORDS: 


ACC UMULAT I VE  ME DC AS E 
COST: 


IT- SO  MERC  ASK  COST: 


ACCUMULATIVE  CONTRACT 
COST: 


ACCUMUIvVI  IVE  SUJ’PLY 
COST; 


PERIODIC  REVIEW  RESISTS : 


STUDY  OBJECTIVE : 


At  this  point,  in  time,  5-azaeytid.i.ne  has  denonr.tr a  fed  clinical 
effectiveness  for:  the  induction  of  remission  in  acute  granulocytic  leukemia  of 
adults  and  children,  previously  refractory  to  other  active  an t i  1  eukn? i.c  drugs , 
Response  rates  in  Avl.io  tenors  and  other  typer,  of  ie.ukea.t.i  b'./e  not  T/uea  great, 
enough  to  warj. nut  the.  use-  of  h-azaey Lid Jne.0 


TE CM Ml CAL  A? P ROACf 


,150 ’200.  mg/ja  /day  intravenously  .for  five  days  as  a  rapid 
injection.  This  drug  course  can  be  repeated  every  14-21  days,  depending  -upon 
recovery  from  inyelosuppression.  and  the  bone  narrow  findings. 


PROGRESS  DURING  FY--80:  Two  patients  entered  on  SCt  Juna  8h,  There  Have  .been  no 
responses-,  however  .Troth,  patients  had  failed  standard  therapy-  for  leukemia'.  This 


is  a  cooper  At  (ye  effort  with.  KCF  to  gather 
UC"  drugs. 


response,  vittf.  toxicity  data  on  Class 


MUMPER  Or  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY: 
SINUOUS/UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PART I C  l  PAT  I  NO  IN’  PROJECT 

_ _ Mono  _  _ _ _  _  _  _ _ _ 

CONCLUSIONS:  ~  ’  . .  ’  '  " 

Too  early. 


RC.Gr.I  CAT  IONS /ABSTRACTS 


FY-80: 


LATE :  J  3(f  Scplci-.Der  YVAO  . iPYoTOCOt  NO.-  VNUMC'VDil 

TITLE  0  PK0.lt.CT:  Use  of  L-Asparaginaae  in  the 
Treat  t  e  n!  of  Acute.  ?.ynphohla«  t  ic  LeuUeni  i  in  Adul  t:. 


WORK  UNIT  NO ,1683 _ 

j  status':  '  ■'  )7.  rr. j^ry 

j  .  _  Final 

•v\  f ’liltlrci: . 


STARTING  j>A'i B :  tetober  1079  ~~  ~  |  EST I MATED  ;■  t)ON  F.Vl'Kj 

PRINCIPAL  TsVEST  tCATO?.:" j  -  -  ”XtC‘  Seliery'  Li  Jliercnljerg; 


ASSOCIATE  INVESTIGATORS : 

FAC  l  UTY: 

Wail  vr  )('  <■  (’•  Army  Medical 

Cor.  I  ■:  r 

t 

SEKVI CE: 

Hcn.;i.'>in;>y-Onco  fogy 

Depar: meet  of  Medicine 

KEY  WORDS: 


ACCUMULATIVE  MED CASE 
COST: 


ACCUMULAT1V: 

COST: 


I  CUNTKACJ 


FY-SO  MEDCASE  COST 


PERIODIC  REVT iv.-’ 


i  AC C 1 J .’•! ! i i , ATI V i '  liflPI’J.Y 
i  COST: 


RESULTS  : 


STUDY  OBJECTIVE:  .  _  ,  .  . 

fcrwma  Car  tovora  asparaginase  is  an  geniealiy  noncror;»~reacl  :•  w; 

asparaginase.  It  has  activity  comparable  to  that  of  the  E.  Coli  preparation  :in  both 

animal  tumor  systems  and  in  human  ALL.  Compared  with  Cali  anp.vv.gl  naec  its  j  o>:ic.v 

is  qualitatively  and  quai.tj tatively  the  a  'therefore,  this  drug  represents  an 

alternative  to  E.  Coli  asparaginase  in  those  situations  where  repeat  coursed  of 

asparaginase  therapy  are  required  or  where  allergic  reactions  force  the  discontinuance 

of  the  E.  Coli  preparation. 


TECHNICAL  APPROACH:  -  .  -  _  .  n  9  ,  ’ 

Intravenously  1,000  IU/Kg  30,000  lU/m L  per  day  x  .10-20  days. 

Intramuscularly  6,000  IU/ir/  t.i.w.  x  3  weeks  C9  doses).. 


PROGRESS  DURING  FY-80: 


No  patients  entered. 


This  report  has  not  been  approved. 
Investigator  has  not  answered  reviewer's  comments; 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COHi‘iE’1  ION  OF  STUDY  :_ 

SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS*  PARTICI  PATi  S(f  IN  PROJECT: 

None 

conclusions?  1  ~ 

None 


PUSH  .1  CAT  I  OSS  /  AiVST  R  ACTS  ,  Vf-80: 


2  8  S 


WORK  UNIT  NO.  1684__ 

DAT.-" :  30  September  _i ?HO _ {PROTOCOL  NO:  UilAMC  7512  . 1  STATUS :  Tivt-^r  i ir.  Jt 

1 1 T i.E  OF  PROJEUl :  Use;  of  Hexainehtylmelanine  in  the.  ! _ .Li'.li.l _ 

Treatment,  of  Ovarian  Can  nor. 


START!  N0_  UATuT  dc~tor>afl.97'(I 
PK INCTPAL  iNViTsTlCATOU: 
'ASSOCIATE  INVESTIGATORS: 


}  l^Tlj^Vijin. .O'WPIA  hi  OX  I)AT£:  _ _ 

LTC  Jeffery  L.  BercalWg,  MC _ _ 

'.  FACILITY:  Waiter  Reed  Army  Hod  tea). 

:  _  _  Center _ _ _ 

SERVICE:  ilemaLology— Oncology 


IK?par t ment  of  Medicine 


KEY  V.’OKDS : 


ACCUMULATIVE  MEOCASE 

ACCUMULATIVE  CONTRACT 

ACCUMULATIVE  SUPPLY  . 

COST: 

COST : 

COST: 

' 

IT- 80  MEDCASE  COST: 

|  PERIODIC  REVIEW  RESULTS : 

STUDY  OBJECTIVE;  Cancer  of  the  ovary  is  the  tunior  in  which.  HMM.  has  been  sb own  to 
have  definite  antitumor  activity.  Its  uses  may  be  indicated  in  patients  who  have 
become  refractory  to  therapy  with,  alkylating  agents.,  or  in  patients  where  therapy 
with,  alkylating  agent's  :tr-  contraindicated  Ce»S->  c.niupamriaed  ho;:-;  narrow  function 
due  to  prior  rad  loth  wapy  >..» 


TECHNICAL  Aii'XOACU ;  The  currently  recommended  dosage:  of  hexamothylemelamine  when  used, 
ns  a  single  agent  is  8  rig /kg /day  (TOO  mg/nF).  X  50  or  indefinitely  if  tolerated.  The  ■ 
total  dose  is  usually  divided  into  four  equal  parts  and  given  after  meals  and  at  bed¬ 
time.  An  intermit. tu  t  regimen.;  21  days  (8  ing/kg/duy)  on  and  21  days  off  drug,  may¬ 

be;  better  tolerated  and  required  if  gastrointestinal  or  neurotoxicity  becomes  prohibi¬ 
tive.  A  redaction  of  the  dose  to  G  mg/kg/day  way  also  be  necessary.  Therapy  shold  be 
stopped  in  the  presence  of  severe  leukopenia  (less  than  2 jOOO/ran^l  or  severe  thrombo¬ 
cytopenia  (less  than  75,000/r.m^l,  until  marrow  function  has  recovered. 

PROGRESS  DURING  I/--80:  patients  entered  as  of  1  July  80  ~  This  is  a  cooperative 

effort  with,  the  NCI  to  gather  response  with  toxicity  data  from  Class  VcM  drugs, 


NUMBER  or  SUBJECTS  TO  BE  STUDIED JBEFORE  COMjU.ETIO.N_OF  STUDY: _ 

bfjtibUS/UNF.XPECnrfcl)’  side  effects' "in  subjects  partic  l  Fating  "in  PROJECT : 

None 

CONCLUS  ions': 

Too  early 


NULL  f  CAT IONS /ABSTRACTS ,  FY-80: 


None 


RATE:  30  September  1 330  I i’KO IPC.Oi.  LU:  V. ;LvMC  7SI13 

y1tTl"”0F  PROJECT :  Use  of  VP- .16  in  the  T  -fitment  of 
Small  Cell  Carcinoma  of  thi.  Lung.. 


HOP!'  UNIT  NQ._J.685_ 

j  STATU:! :  inter  lui  X 
Final 


START  1  o'-’  DATE:  October  ISr) 9 

Vein ci>Ai .  i n vestica ic j  : _ 

associate^  -j  nves  t  i  gators  • 


KEY  WORDS : _ 

ACCUMULATIVE  KEDCASE 
COST:  _ 

FY-80~MEDCAS E  C03tT~ 


[  KS'V)  M\TE!)  !  OS 

LTC  Jeffery  L.  Bcrenbcrg,  MC 

"FAG:'  'TV;  Walter  Pee. 

Con ! o ; 

SERV;  CE:  flcir.ntoiogy- 
_ pepar  imenl: 


U/MjM 

<1  Army  Medic 

Oncology 
of  Medicine 


ACCUMULAT I V  E  CONTRA C f 
COST:  _ 

^Tpmofjic  Wv  il.7 


ACCUMUr.ATr.Vli  SUPPLY 
COST : 


RESULTS  : 


STUDY  OBJECTIVE:  VP  16-213  has  producedpartial  response  a  in  previously  treated 
patients  with  a  ircyieney  ranging  from  0-5 8'"  in  the  treatment  of  small  ( c  I.'i 
carcinoma  of  the.  lung.  Although  the  curren  ecommendatiou  in  that:  itn  use  shoe. 'Id 
be  limited  to  patients  refractory  to  "stand: • d  therapy"  for  thi r.  discern  ,  experi¬ 


mental  data  suggest  the t  tu  -  response  vu'-.>-  reduced  m  previously  unt mated 

patients  may  be  considerably  higher. 


TECHNICAL  APPROACH:  vp  16-213  should  be  administered  intravenously  over  a  a  30-minute 
period.  Two  dose  schedules  have  been  used  successfully:  60  mg/m'/day  x  5  every 
2-3  weeks  or  125  mg/nfVday  1,3,5,  every  4-5  weeks.  The  exact  interval  between  sub¬ 
sequent  courses  is  modified,  depending  upon  the  time  required  for  recovery  from 
toxic  manifestations. 


PROGRESS  DURING  FY-80:  qvo  patients  with  Testicular  tumors  have  been  treated  with 
VP-16  —  one  pediatric  patient  with  recurrent  Sarcoma,  Both  patients  with  Testicular 
tumors  are  alive  iwthout  evidence  of  disease.  The  patient  with  recurrent  Sarcoma  is 
not  evaluable  at  this  time  Centered  June  80)  -  This  study  is  pari,  of  a  cooperative 
effort  with  the  NCI  to  gather  response  with  Toxicity  data  on  Class  C  drugs. 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY: _ _ 

SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTICIPATING  IN  PROJECT: 

None 


CONCLUSIONS; 


None 


PUBLICATIONS /ABSTRACTS ,  FY-80 : 


None 


WORK  UNIT  AO.  If,  86 


p.yji;  :  TO  September.  I960  '•  I  * )  r<  it !;  • ! .  NO:  V/RAMC  7916  ^  I  5»  I A  l ;  S  :  5  nl er  ir.i 

0.  Prevention  of  Gonadal  Damage  in  * -  • — . . 

Unrv.-n  Treated  with  Combination  Chemotherapy  for  ndgkin'.n  Disease  or  I.’I’C 


ITARTING  DATE:  *  . ~ .  .  1 

j"  ESTIMATED  COMPLETION  DATE: 

•KlNCiPAI.  J VEST I GATOR :  Ramona  Chapman,  M.l). 

SS0C1ATE  INVESTIGATORS:  j 

FACILITY:  Walter  l’eed  Army  Medical. 

T.  Klein  j 

Center 

R.  Vigersky 

SERVICE :  Hem  tology-Onco  logy 

J.  Berenbarg 

Department  of  Medicine 

COST: 


L'LATIVE  ME  DC  AS  E  j 

ACCUMULATIVE  CONTRACT 
COST: 

|  ACCUMULATf 
|  COST: 

VE  SUPPLY 

J  j  J 

MEDCASE  COST: 

|  PERIODIC  REVIEW 

1 

RESULTS: 

STUDY  OBJECTIVE: 


To  protect:  worsen  from  ovarian  failure  2°  chemotherapy  for 


Hodgkin's  disease  or  noru-lt.D.  lymphoma 


i  r.C.HN'I  CAL  APPROACH ,  j(andoiois£0  ;:o  received  combined  oral  contraceptives  or  serve  as 
a  control  with,  no  Hormonal  agents  during  chemotherapy. 


PROGRESS  DURING 
randomization,. 


FY-80:  , 

•  Three  women  chose 

.Kobe  are. oft  therapy. 


take  oi"al  contraceptives  without 


; :  :• ;  ►; i»j )f  f.u & J K cr s 
•;  iffous  /  ir  [•:  x  f’T;  ct  e  i) 


TO  jfy.  STUD  fill  UR  FOUL  COMPLETION  OF  STUDY:  _ 

SIDE  kVFlGTS  I  N  SUBJECTS  PART  re'  l FATING  in'  PROJECT: 


KMHjjs  I ONS :"  No  patients' ^arci' complaining  o.l:  hot  flushes.’  Too  early  to  assess 
■'arian  function. 


CAT ! OMR  / ABSTRACTS 


I  V-  SO: 


VJOI-.K  UNIT  NO.  1687 

T^yfK7IIf30  Soi> £ onaVo r~19 ;  n>KO  lOtXM ;  NO-'lIRAyC  BOO 2  j  Sji'A  »  O'; ':' ,1'l'nter  i'nV  X 

TITLE  OF  PROJECT:  Phase  IT  Evaluation  of  Methyl  Clyoxal  | . .  Fnin.i_  _ 

Bix-Cuauyl  llydraxone  (Me thy]— GAG)  in  Advanced  Esophageal 
Carcinoma,  Head  and  Keck,  and  Cervix 


STARTING  KATE:  |  KSTiW.'KP  CG.'.A  El  iG^UATK^ 

PRINCIPAL  I  NVE^f  H'iATOil:  HAT  Waft  in  DrUcltz,  KC  "  ' 


ASSOCIATE  I N  VEST 1 CAT OUS : 


KEY  WORDS: 


ACCUMULATIVE  MEDCASE 
COST:  _ 

FY-80" MEDCASE  COST?- 


1-7  Ml  i.  I  IV  :  y!  a  I  in  i:  Reed  A  n::y  Mod  lea) 

(V  liter _ _ _ 

SKKV1  (,E:  Menial  ology-Onco logy 

Department  of  Medicine 


ACCUMULAT I VE  COM T  RA  Cl 
COST: 


ACCUMULATIVE  SUPPLY 
COST; 


^PERIODIC  REVIEW  RESULTS: 


STUDY  OBJECTIVE:  To  define  the  response  rate,  rad  remission  duration  utilizing  a 
weekly  schedule  of  methyl—GAG  in  patients  wit-  .dvanced  esophageal  carcinoma. 

Head  and  neck  canter,  or  cervix. 


TECHNICAL  APPROACH:  jjethyl— G  500.  rog/M^,  to  Ibe.  given,  as  an.  intravenous  infusion 
in.  DY{  or  normal  saline,  over  no  less  than  30  minutes,  into  a  freely  running  IV. 


PROGRESS  DURING  FY-80:  Six  patients  entered  from  April  to  August  12S0  all  patients 
had  squamous  cell  tumors.  There  was  one  partial  remission  and  5  with". stabilization 
fo  disease"  for  variable  periods  of  time  -  Two  patients  have,  expired  and  4  remain  on 
study  with  decrease. 


NUMBER  OF  SUBJECTS  TO  EE  STUDIED  BEFORE  COMPLETION  OF  STUDY; 

SERIOUS /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECTS  PARTI  C 1 1*  AT  l  N’G  IN  PROJECT: 

_ .  Expected  Neuropathy _ _ 

CONCLUSIONS:  Too  early 


PUBLICATIONS /ABSTRACTS ,  FY-80 : 


V.'03oC  UNIT  MO. _ 3_688  _ 

irvir.T^J-y~ sVpTesbt  V Yip  9 "  Si~-  .  ....  |  :V!A'« !:>.v  : •ri;«  ~X- 

TlVl/rf  ci'  ‘.'.Tl'.Ck :  Feasibility  Study  of  the  MuLtiui.sc.ipli-  i  J  I;,., ) 

nary  Approach  to  Inoperable  Lung  Cancer  Patients 


STARtTnG  DA  n:.:  April  1980 _ L1:".'  '•*/'. :J  JlCilr  April  1981, 

fYlNcTPi  L.  .» :tVfiSYtf:-VtOR;  Wpjfkc  Oncology  Multidisciplinary,  Team.,  .....  .  _ _ ... 

ASSOCIATE  1 >«V&ST i GA'COKSV  '  "  .  j  FACil.! TV:  1 1 •.* r  Heed  Aiv.y  C-eiscY 

!  Cot:  ft  r _ 

j  SllitV i  C!i :  ii  logy-Oscn Jogy 

_  |  {Vj.ai'^M-nt  of  M'-d  »  •••  f’.i-.* 

KKY~V?oiiD5T  Yung  cancer ;  psychosocial-  aspects  of  illness;  multidisciplinary  approach 

ACCUMlil-AT L YE  MEDCAYe  . .  ACCiJ >'V: i. A'l  ’f. V 1 :  Ito.TJ  iV-.CT  “ACCijMlil.AVI  7i:  SUi’i'/.Y 

COST:  COST:  _  _ _  COST:  _ _ _ . _ 


EY-80  MEDCASE  COST: 


!  PERIODIC  REVIEW  RESULTS : 


SToOf  OiJJcCi  1VF. :  <rQ  conguct  a  descriptive  study  to  determine  the  feasibility  and 
utilization  of  a  multidisciplinary  oncology  approach  to  the  treatment  and  management 
of  inoperable,  lung  cancer  patients  at  WRAMC. 


TECHNICAL  APPROACH :  A  resource  providing  patients  and  their' families  an  . 
opportunity  to  work  with  skilled  individuals  in  order  to  deal  with  some  of  the  • 
psychosocial  aspects  of  illness,  and  to  maintain  their  general  well  being. 


•  .  '  *  .ft 


PROGRESS  DURING  FY-30:  Eight  patients  wore  entered  on  study. 


KUM3ES  OF  Sl.'.'Uf'.CTS  _T0_BE  STUD!  ED  I'.KFOKE  JdOMFm  i  ON  OF  STUJiY^  12 _ 

5  E  E 1 0  JS  /  I:'nE "xi’ECT  ED~  SIDE  EFFECTS  IN  S  U  I>  J  LOTS  j  ’A  RT  1C  I  FATING  IN  PROJECT : 

CONCLUSIONS :  Team  approach  is  beneficial  to  patients  for  pain  control  and 

discharge  planning  (social  work  and  community  health  nurse). 


P URL I CAT I ONS / ABSTRACTS ,  FV-SO: 


t 


Date:  9  December  1980 

1  Protocol  No:  1700 

{status: 

Interim  xx 

Title  of  Project: 

j 

Final 

Sleep  Apnea  in  llypothyroic 

1  Patients 

Starting  Date:  1A  June  80 

Estimated  Completion  Date: 

31  May 

82 

Principal  Investigator:  Krislinan  R.  Rajagopal 

1 

Associate  Investigators: 
Sarkis  S.  Derderian 
Claude  J.  Tellis 
Kenneth  D.  Burman 

jr. _ 

Key  Words: 


Facility:  iTRAMC  _  Pulmonary  Clinic 


Dept/Svc  Medicine/Pulmona 


ry 


Apnea,  Hypothyroid 


Accumulate  v&  MEDOASE 

Cost:  N/A 


Accumulative  Cor-’; act 

Cost:  N/A _ 


A  cou.nmlafj.ve  Supply 

Cost:  n/a _ 


FY-SO  MEDCASE  Cost: 


Periodic  Eeview  He, suits: 
(to  be  filled  in  by  D Cl) 


Study  Objective:  To  demonstrate  and  better  define  periods  of  apnea  during  sleep 
in  patients  with  hypothyroidism. 


lechnical  Approach:  Using  standard  polysonochographic  techniques  patients  v;j  t:li 
hypothyroidism  (decreased  T4  and/or  increased  TSH)  will  be  monitored  and  the 
records  analyzed  for  the  relative  frequency  and  type  of  apnea  during  sleep. 


'Progress  during  FY-80:  Five  hypothyroid  subjects  studied  have  shown  several 
episodes  of  obstructive  sle  p  apnea. 


Number  of  subjects  to  be  studied  before  completion  of  study:  10  _ _ 

Serious/unaxoected  side  effects  in  subjects  participating  in  project: 

N/A 

Conclusions:  Work  in  satisfactory  progress  -  will  be  completed  after  monitoring  10 
more  subjects. 

Publications  or  Abstracts,  FY-SO:  Abstract  submitted  for  the  American  Thoraci  c 
Society  Meeting  in  May  1981. 
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work  unit  iio .  :  1700 

runds  Utilized,  FY-80: 
Funding  r;ecuireiT!3nts ,  PY-fel: 


Personnel:  N/A  Total 

Equipment:  (Maintenance)  $500.  $500.00 

Supplies:  (consumable)  EEC  paper  @$13.63  per  box  with 

1  patient  per  box,  for  10  patients  $140,  $140,00 

H.P.  Paper  @  $53.00  per  box  v/ith  one 

patient  per  box  $530.00  $530.00 

Travel;  for  presentation  at  Annual  Meeting  $700.00 

$700.00 

Other;  Preparation  ,  publication  costs  and  reprints  $500.00 

$500.00 

Miscellaneous  $200.00  _ _ $200.00 

Total  $2,570.00 
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Annual  Report  and  Request  for  Continuation  (Protocol  in  force  since  1978) 


Work  Unit  Mo.:  1903 

T i tl e  of  Project:  Detection  of  T.  pall idum  in  the  CSF  in  patients  with  neuro- 
syphi 1  is . 


Investigators : 

Principal  Investigator:  S.M.  Harrison,  CPT  MC 

Associate  Investigators:  Charles  N.  Oster,  MAJ  HC 

W.  J.  Herald 

E.  C.  Tramont,  l.TC  HC 

Starting  Date:  (Approved  Nov  1976)  Patients  not  entered  until  microbiologist 

became  available  Sept78. 

Estimated  Date  of  Completion:  Sept  1981. 

Objective: 

1.  To  determine  the  frequency  with  which  Treponema  pallidum  can  be  isolated  from 
the  CSF  of  patients  who  have  received  an  inadequate  course  of  treatment  for 
primary  or  secondary  syphilis  (see  Reference  1). 

2.  To  attempt  isolation  in  patients  with  late  latent  syphilis  or  apparent 
asymptomatic  neurosyphilis. 


3.  To  explore  and  improve  procedures  for  Treponemal  antigen  detection  as  an 
indication  of  ncurosyph i I  is,  and  an  indication  for  therapy. 

Technical  Approach:  T.  pallidum  isolation. (as  modified  by  DF  Dec  1979),  Patients 
from  the  Military  District  of  Washington  who  have  latent  syphilis  will  have  a 
lumbar  puncture  for  determining  therapy.  If  cerebrospinal  fluid  exam  is  positive  for 
VDRL,  FTA-absorbed,  FTA-unabsorbed  or  if  there  is  abnormal  protein,  glucose,  or 
cell  count  suggestive  of  possible  neurosyphilis,  then  the  CSF  will  be  passed  into 
two  experimental  rabbits  and  one  control  rabbit.  (Negative  RPR  and  FTA  virgin  male 
rabbits  will  be  used).  The  two  experimental  rabbits  will  be  carried  for  AO  days, 
sacrificed  and  testicular  homogenates  passed  in  second  rabbits.  At  the  end  of  80 
days,  the  rabbits  will  be  sacrificed,  testes  homogenized,  and  examined  for  Treponemas 
by  darkfield  and  direct  fluorescent  antibody.  RPR,  VDRL  and  FTA  will  be  determined 
on  all  test  rabbits. 


T.  pal  1 idum  antigen  detection.  The  Nichols'  strain  of  T.  pal  1 idum  passed  in  rabbits 
will  be  used  for  simulating  infected  CSF.  After  extraction,  pooled  CSF  will  be 
infected  with  T.  pall idum,  and  antigen  will  be  determined  by  gas  chromatography, 
limulus  lysate,  or  solid  phase  radioimmunoassay. 


Progress  and  Results:  Although  19  more  patients  have  been  examined  this  year,  no 
rabbit  syphilomas  nor  serologic  changes  have  been  identified.  Preliminary  studies 
on  antigen  determipation  have  begun. 


Conclusions:  There  is  insufficient  data  for  conclusion  at,  this  point. 
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funding  Requirements  FY-79:  $10,000.00 
",;nd :  nq  Reoui  rements  FY-80 :  $1  2  ,000 . 00 
f'u  ndi  ng  Requi  rernc  nts  F  Y  -  SI  :  $11  ,000.00 
Within  Funding  Requirements: 


Personnel : 


W.  J.  Herald,  GS-9 
S.  M.  Harrison 
C„  N.  Oster 
E.  C.  Tramont 


Already  available  through  the  Infectious  Disease  Labs,  CIS. 


Consumabl os : 


Animals  and  care  $  9,000  00 
Chemicals,  reagents  &  glassware  1,500.00 
Travel  500.00 


Rub!  icu l ions : 

Tramont,  EC,  Chapter  180,  Treponema  pal  I idum  (syphil  is)  in  PRINCIPLES  ft.  PRACTICE 

OF  INFECTIOUS  DISEASE,  19/9.  Editors  Mandell,  Bennett  and  Douglas,  McGraw  Hill 
New  York. 


Interim. 


References : 


Tramont,  EC.  Persistence  of  Treponema  pallidum  in  Cerebrospinal  Fluid  Following 
Recommended  Penicill  in  0  Therapy.'  "JAMA '236 : 22-6-2207,  1976. 
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Continuation  of  Protocol  #1906 

ToC,  Clinical  Investigation  Svc  FR0M  C,  Infectious  Dis  Svc  DATE  18  Sept  80  cmt  i 

i 

1.  Request  continuation  of  Protocol  "1905  entitled  "Local  Immune  Response  to  Neisseria 

gonorrhoea e" .  I 

2.  The  objectives  of  the  original  protocol  were  as  follows: 

"The  objective  of  this  research  is  to  study  the  kinetics  of  local  immunity  as  it 
pertains  to  bacterial  infections,  in  particular,  LL  gonorrhoeas ,  such  that  a  well - 
tolerated  local  •?trimUnogen  capable  of  inducing  protection  in  man  might  be  developed 
in  the  future. 

Briefly,  our  hypothesis  holds:  I)  that  the  initial  event  of  many  infections  is 
implantation  on  mucosal  cells  of  the  offending  agent  to  which  a  local  immunological 
response  develops  Conors  c,.»l  infection  pr  •'V-y  a  local  di: .ease  and,  there¬ 
fore,  well  suited  for  studying  local  immunity;  a)  that  there  are  associated  with 
gonococcal  organisms,  antigenic  determinants  which  when  isolated,  purified  and  con-  j 
centrated  will  upon  local  administration  induce  significant  protection  to  infection.] 

The  specific  objectives  were  to 

(1)  Development  of  New  Techniques  to  Determine  Inhibition  of  Epithelial  Cell 
Attachment  (IEA)  of  Gonococci 

(2)  To  determine  which  antigenic  determinants  against  which  the  human  local  immune 
response  is  directed  <  ho  following  antigens  '."ill  be  isolated,  characterized  and 
purified:  acetone  or  formalin  killed  whole  organisms,  native  outer  ceil  wall 
complex,  lipopolysaccharide  (endotoxin),  and  pili.  These  antigens  in  turn  will 
be  used  to  block  inhibition  of  epithelial  cell  attachment. 

(3)  An  attempt  will  be  made  to  better  understand  the  kinetics  of  local  and  parenter¬ 
al  antibody  formation  by  determining  concurrently  the  ability  of  serum  aixl  local 
antibodies  obtained  concurrently  to  inhibit  epithelial  cell  adhesion  of  the 
homologous  infecting  organisms . 

(4)  An  attempt  to  shed  some  light  on  the  mechanisms  of  recurrent  gonococcal  in¬ 
fections  will  bo  undertaken  by  examining  the  ability  of  antibody  raised  in 
rabbits  to  inhibit  epithelial  cell  attachment  of  recidivistic  strains  isolated 
from  the  same  patient  at  different  times. 

3.  The  majority  of  these  objectives  have  been  met,  and  can  be  summarized  as  follows: 

(1)  Attempts  to  develop  new  techniques  to  measure  IEA  have  been  unsuccessful  so 
far  (Annual  Report  1976). 

—  (2)  The  SPRIA  has  been  modified  for  measuring  local  antibody  (Annual  Report  1978). 

(3)  The  principal  antigen  mediating  attachment  of  gonococci  to  epithelial  cells  -are 
pili  (Annual  Report  1978,  79,  80)  but  other  antigens  are  also  involved  (Annual- 
Report  1979). 
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Continuation  of  Protocol  #1905 


18  5>ep  80 


' JECT: 

Tramont  EC,  Ciak  0,  Boslego  JW,  KcChosnqy  DG,  Brinton  CC  and  Zollinger  W.  Anti¬ 
genic  Specificity  of  Antibodies  in  Vaginal  Secretions  During  Infection  with 
neisseria  gonorrhoeae,  <}  Infect  Dis  142:23-31  ,  1980. 

i 

Tramont  EC.  Role  of  Adhesion  of  N.  gonorrhoeae  in  Disease,  Ciba  Foundation 
Symposium,  London,  UK,  1980. 

Boslego  0W,  McChesney  DG,  Sadoff  J,  Ciak  J,  Tramont:  EC.  Human  Genital  Antibody 
Response  to  a  Gonococcal  Pilus  Vaccine  (Abstract),  ICCAC,  New  Orleans,  1980. 

Projected  costs:  FY-SJ. 

Equipment:  new  gamma  counter  $20,000.  Old  equipment  is  in  need  of  constant 
;  repair  secondary  to  heavy  use. 
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SUBJECT:  Continuation  of  Protocol  £1905 


18  Sep  80 


(4)  Recurrent  gonococcal  infections  may  be  due  to  antigenic  heterogenicity  of 
gonococcal  pi  1 i  (Annual  Report  1978). 

(5)  Parenteral  immunization  with  a  gonococcal  pilus  vaccine  induces  local  anti¬ 
body  capable  of  inhibiting  attachment  (Annual  Report  1980). 

4.  Future  directions 

(1)  The  kinetics  of  this  local  response  will  be  studied  by  examining  the  serum 
and  local  responses  concurrently. 

(2)  The  response  to  local  vaccination  with  a  gonococcal  pilus  vaccine  will  be 
studied. 

(3)  The  response  to  parenteral  followed  by  local  immunization  arid  vice  versa 
will  also  be  studied. 

(4)  Other  attachment  antigens  besides  pi  1 i  involved  in  attachment  will  be 
determined  and  studied. 

5.  Bibliography  (1978-1980) 

Tramont  EC,  Ciak  J.  Anti  gonococcal  antibodies  in  Genital  Secretions.  1978  in 
Immunobiology  of  Neisseria  gonorrhoeas,  pp  274-276. 

Tramont  FC.  Human  Immune  Response  to  Neisseria  gonorrhoeae  -  Prospectives  for 
Vaccine  Development.,  Presented  at  32nd  Annual  Meeting,  Soc,  Med.  Consultants 
to  the  Armed  Forces.  Nov.  197/.  (Abstract) 

Tramont  FC,  Ciak  J,  Gilbreath  M,  Brinton  C  (Abstract)  Blockage  of  Local  Antigono- 
coccal  Antibody  by  Gonococcal  Antigens.  ICCAC,  Atlanta,  Georgia,  1978. 

Tramont  EC,  Hodges  VI,  Ciak  J.  Importance  of  Antigenic  Differences  in  Gonococcal 
Reinfection.  (Abstract)  Clin  Res.  1978. 

Tramont  EC,  Hodges  VI,  Ciak  J,  Gilbreath  M.  Importance  of  Differences  in  Attachment 
Antigens  in  Gonococcal  Reinfections.  J  Clin  Lab  Med  93:730-735,  1978. 

Tramont  EC,  Ciak  J,  McChesney  D,  Boslego  JVJ,  Brinton  CC.  Cross  Reactivity  of  Gono¬ 
coccal  Pi  1 i  as  Determined  by  Inhibition  of  Epithelial  Cell  Attachment.  (Abstract) 
presented  ICCAC,  Boston,  Mass.  1979. 

Tramont  EC,  Boslego  JW,  Sadoff  J,  Zollinger  W,  Lolik  A,  Bryan  J,  Brinton  CC. 

Safety  and  Immuriogenicity  Study  of  Gonococcal  Pilus  Vaccine.  (Abstract) 
presented  ICCAC,  Boston,  Mass.  1979. 
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~ ‘-'S-mbor  ]J>S3  (protocol  No: _ 138j> _ _ _ Status:  Interim 

Title  of  Project:  Local  Immune  Response  Lo  NoJsjmria  gonorrhoea e  — 1 - 

in  Humans 


Smxtina:  Date”  Z7~Scp 


Estimated  Completion  Date:  1  933 


iTincipal  Investigator:  Edmund  C.  Tramont 


Associate  Investigators: 
John  Boslego,  HAJ  MC 
Jennie  Ciak,  6S  12 


Facility:  Halter  Reed  Army  Medical  Center 


Dept/Svc  Infectious  Disease 


Key  words : 


Neisseria  go  no rrhoeae ,  local  immunity 


Accumidative  MRDCASE 
Rost:  $20,000 .00 


Accumulative  Cmilrnci  f  /-. ccu.mul ?ti  fiv 

Cost:  $1,000.  CO  I  Cost;  $15.000. 00 


FY-SO  MEDCASR  Cost:  $36 , 000 . 00 


00 _ j  Cost:  $1 5 ,000 .00 

Periodic  JFvIo'.y  Results: 

(to  bo  filled  in  by  DCI) 


Study  Objective: 

To  study  the  local  immune  response  to  mucosal  infection  or  immunization  with 
a  gonococcal  vaccine. 


‘Technical  Approach: 

The  immune  response  is  to  be  studied  using  an  inhibition  of  attachment  and  solid 
phase  radioimmunoassay  (see  previous  annual  reports). 


Progress  during  FY-80; 

See  attached  sheets. 

Number  of  subjects  to  be  studied  before  completion  of  study: _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project; 

Conclusions: 

See  attached  sheets 


Publications  or  Abstracts,  FY-Sf):  See  attached  sheets 


Progress  during  FY-80 


1)  A  parenteral ly  administered  gonococcal  pi lus  vaccine  was  shown  to  induce 
local  antibody. 

A  prototype  gonococcal  vaccine  manufactured  at  the  University  of 
Pittsburgh  and  in  collaboration  with  WRAIR,  was  tested  for  safety  and  immuno- 
genicity  in  volunteers  at  WRAMC  and  at  Fort  Bragg,  North  Carolina.  Vaginal 
washings  and  seminal  fluid  were  obtained  and  tested  for  local  antibody  by 
the  standard  inhibition  of  attachment  assay  developed  by  us  and  the  standard 
Solid  Phase  radioimmunoassay  developed  by  Dr.  Wendell  Zollinger  at  WRAIR. 

Eleven  female  volunteers  were  given  two  intramuscular  injections  of  100, 


POO  dOU,  !  000  ug  o  i  «•>  y  .•toO'CCa!  < 


i>  c  (PC.i  3-:  :  Rot  001 )  one 


month  apart.  Antipilus  antibodies  ( I gG ,  IgA)  were  measured  in  vaginal 
secretions  by  solid  phase  radioimmunoassay  (SPRIA)  and  expressed  as  micro¬ 
grams  (ugs)  of  specific  antipilus  antibody/ugs  of  total  IgG  in  the  vaginal 
secretion.  Measurements  were  made  for  8  weeks  after  the  initial  vaccination. 


All  11  volunteers  had  antibody  rises;  ’ 0  'll  within  2  weeks  after  the  initial 
vaccination.  The  geometric  mean  of  the  maximal  fold  rises  were:  IgG  4.6, 

IgA  7.6.  The  antibody  rises  appeared  to  be  dose  dependent,  although  individual 
variation  was  seen. 


Four  male  volunteers  were  given  2  mg  subcutaneous  booster  injections  of 
PGM  3-2  vaccine  one  year  after  initial  vaccination.  Antipilus  antibodies  were 
measured  in  seminal  fluid  by  SPRIA  and  standardized  for  total  IgG  as  above. 
Measurements  were  made  for  6  weeks  after  vaccination.  All  volunteers  demon¬ 


strated  an  antibody  response  within  2  weeks.  The  geometric  mean  of  the  maximal 
fold  rises  were:  IgG  9.4,  IgM  2.7,  IgA  4.4.  The  secretory  antibody  responses 
appeared  to  parallel  that  seen  in  the  serum  (rig  1,  Fig  2,  Fig  3). 

The  lacal  genital  antibodies  wore  if1  so  capable  of  functional  activity, 
namely  in  vitro  inhibition  of  attachment,  of  the  gonococcus  to  epithelial  cells 
(Table  1). 
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?)  A  prototype  gonococcal  pilus  vaccine  PGM  3~?  was  previously  shown  to  he  safe 
aiiL.  ir.'n.  jt;*.  u.  Tin'  jH'obabl:  functional  a-;  poets  of  i  yufiococcal  vaccine  were 
demonstrated  by  the  ability  of  these  antibodies  to  block  attachment  of  the 
gonococci  to  human  buccal  epithelial  cells.  The  antigenic  determinant  responsi 
ble  for  blocking  attachment  was  shown  to  be  pi T i  (Table  3).  The  antibodies 
also  blocked  attachment:  of  heterologous  strains  (Table  4). 

3)  The  cross  reactivity  of  antibodies  from  patients  with  naturally  occurring 

fi.  gonorrhoeae  infections  to  homologous  anc!  heterologous  GC  pili  were  studied 
in  the  SPRIA.  All  patients  studied  showed  antibody  rises  to  the  homologous 
strain.  Three  of  the  six  strains  demonstrated  significant  levels  of  anti¬ 
body  against  several  of  flic  heterologous  strains. 

Five  of  six  normal  controls  demonstrated  low  levels  of  antibody  against 
all  pili  tested.  One  of  the  normal  controls  had  high  levels  of  antibody 
against  6  of  the  7  pili  strains. 

4)  An  IgA  protease  was  isolated  from  liquid  GC  media  in  which  Jl .  gonorrhoeae 
was  grown.  This  protease  was  capable  of  splitting  serum  IgA  isolated  from 
a  IgA  myeloma  patient  into  two  fragments.  The  activity  of  this  enzyme  on 
local  secretory  antibody  from  patients  infected  is  being  studied  or  from 
volunteers  who  received  the  PGM  3-?. gonococcal  pilus  vaccine. 


TABLE  1 
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Table  2 


Post  vaccination  sera  absorbed  with  PGM  3-2  LPS  and  PGH  3-2  pili 


LPS/pg/m 1 


pi  1 i/pg/ml 


pre-immunization 

post-imm. 

unabsorbed 

post-imm. 

absorbed 

LPS 

post-imn. 

absorbed 

pi  1  i 

Serum  from  volunteer  £4  (1  mg  dose)  was  absorbed  with  Pgh  3-2  LPS,  then 
with  vaccine  pili.  Absorption  with  LPS  did  not  effect  the  I E A  titer,  while 
absorption  with  pili  reduced  the  titer  to  pre-immunization  levels. 


Conclusions 


(1)  A  parenterally  administered  pilus  vaccine  was  shown  to  induce  local 
antibody. 

(2)  This  local  antibody  was  capable  of  functional  activity,  namely  inhibition 
of  attachment. 

(3)  This  antibody  appears  to  be  cross-reactive  against  other  strains. 


Publications  and  Abstracts,  FY-80 


Tramont,  EC,  Ciak  J,  Bosl  ego  JU,  McChesney  DG,  Brinton  CC  and  Zollinger  W. 
Antigenic  Specificity  of  Antibodies  in  Vaginal  Secretions  During  Infection 
with  Neisseria  qonorrhoeae.  J  Infect  Di.s  142:83-31. 

Tramont  EC.  Role  of  Adhesion  of  _N.  gonorrhoeae  in  Disease,  Ciba  Foundation 
Symposium,  London,  UK,  1980. 

Soslego,  JW,  McChesney  DG,  Sadoff  J,  Ciak  J,  Tramont  EC.  Human  Genital  Antibody 
Response  to  a  Gonococcal  Pi! us  Vaccine.  ICCAC,  Hew  Orleans,  1980. 
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Justification  of  fund 


TOC,  Dept  of  Clin  Investigation  F301*  pr  ^nc  j  pd  {  Investigator  DATE  5  jan  1931  CmT  1 

Protocol  ~ ,  :/ C5 

1.  A  new  gamma  counter  is  needed  tor  the  following  reasons: 

a)  The  principle  antibody  test  employed  by  us  is  the  solid  phase  radioimmuno¬ 
assay  (SPRIA).  This  test  is  sensitive  enough  to  quantitate  local  antibodies, 
a  major  technical  problem  in  conducting  these  studies. 

b)  The  SPRIA  will  also  be  adapted  for  measuring  antigens,  similar  to  tests  now 
employed  in  the  Virus  Department,  WRAIR,  for  measuring  hepatitis  A  &  B  anti¬ 
gen'  • 

c '  The  present  ganu-vi  count? t  which  we  have  at  our  disposal  is  outmoded,  outdated 
and  has  been  down  a  total  of  four  months  i;.  the  past  twelve  resulting  in 
interruption  in  study  and  lost  man  hours.  Also  it  does  not  have  the  computer 
capabilities  which  we  need  for  storing  ar-d  correlating  our  data.  This  require 
many  man  hours  to  calculate  the  data  by  ..and. 

d)  F.nally,  it  is  only  partially  automated  and  has  a  limited  sample  capacity; 
productivity  is  greatly  enhanced  when  samples  can  be  run  automatically  over¬ 
night  . 


i sotopes 

pur i ? i ed  GC  p i l i 
monov.onal  antib<  .ies 
animals 

(rabbits  housed  at  WRAIR) 
expendible  misc.  supplies 
i.e.  collection  cups 
vaginal  tampons 
Kellogg's  GC  culture  media 
liquid  nitrogen 
silk  labels 
Ca Ig i swabs 
mi ni tek  CTA ' s 
flexible  microtiter  pLates 
pipette  tips 

teletype  paper  for  gamma  counter 
teletype  ribbons 
Wheaton  vials 


$  2,000.00 
4,000.00 
A  ..  "  00 . 00 
1,500.00 

3,500.00 


S15.0CC.00 
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REPLACES  £-3  FCHM  *h(Ch  ; 


U  GPO- 1975 -065-422/1063 


Date:  7  October  1  ?30  ‘Protocol  No:  1906 

Status: 

Title  of  Project-.  The  Limulus  Lysate  Assay  for  the  Determina¬ 
tion  of  Gram  Negative  Meningitis  Septic  Arthritis  and  Contami¬ 
nation  of  Intravenous  Fluids. 


Stryrtigg  Date: _ _  (Estimated  Coninlolicn Date:  10/80 _ 

i 

Principal  Investigator:  Charles  Oster,  MAJ  MC 

Associate  Investigators:  Facility:  URAMC 

Arthur  Dobek,  Ph.D.  - - - 

Edmund  C.  Iramont,  LTC  MC  Dept/3vc  Med/ Infectious  Disease 

Key  Words: 


Accumulative  ALEDCASE 
Cost: 

Accumulative 

Cost: 

Contract  j  Accumulative  Supply 

!  Cost: 

|  ) 

FY-SO  MJEDCASE  Cost: 

;  Periodic  lie  vie  v/  Results: 

j  (to  be  filled  in  by  DCI) 

Study  Objective:  To  select  a  reliable  and  sensitive  test  to  determine  the  presence 
of  bacteria!  endotoxin  in  fluids,  especially  cerebrospinal  fluid,  from  clinical 
cases  chosen  by  the  Infectious  Disease  Service. 


Technical  Approach:  The  last  14  patients'  cerebrospinal  fluids  analyzed  in  1979 
were  done  by  the  improved  procedure  described  in  last  years  annual  report.  This 
procedure  was  used  for  all  specimens  analyzed  in  the  current  year.  As  in  the  pre 
vious  year  all  specimens  were  provided  by  the  Infectious  Disease  Service,  URAMC . 


.Progress  during  FY-SO:  The  following  data  in  Table  1  represent  the  analyses  for 
the  current  fiscal  year.  (See  Continuation  Sheet) 


Humber  of  subjects  to  be  .studied  before  completion  of  sb 
Serious/iir. expected  side  effects  in  subjects  participating 


id;/:  0 

in  project: 


Conclusions:  (Sec  attached  page) 


N/A 


Publications  or  Abstracts, 


FY-SO:  None 


0  *  P 

V  -  J 


f 


Patient 

Endotoxi n 

Time  interval  with 

Designation 

( ng/ml ) 

multiple  specimens 

A 

.052 

B 

.074 

C 

.055 

Day  1 

.084 

Day  3 

D 

.023 

E 

.400 

F 

0* 

G 

.265 

H 

0 

I 

0 

J 

0 

K 

.060** 

i 

G 

M 

038 

N 

0 

0 

0 

P 

0 

Day  i 

0 

Day  7 

Q 

.048  V 
.195/ 

_ /Day  1 

.038 

Day  7 

R 

.038 

S 

0 

T 

.070 

U 

.094 

V 

0 

.034*** 

w 

.220 

Day  i 

.200 

Day  6 

”  OD  reading  below  standard  baseline  of  graph  and,  therefore,  considered 
as  0  ng/rnl  of  endotoxin. 

**  dialysate 
***  pleural  fluid 


Conclusions:  The  limulus  lysate  assay  is  a  sensitive  test  for  the  detection  of 
endotoxin  in  body  fluids.  Mo  further  research  is  needed.  This  assay  should  now 
be  done  in  the  Department  of  Pathology  Clinical  Laboratory  in  direct  support  of 
pati ent  care . 


CO 


D ute:  8  Oct  1  980 _ i  Protocol  IP:  1903 _ lentils :(  Tirorim  ) 

Title  o.  1  rojeci:  Evaluation  of  sodium  stibogluconate  (PentostamT"Tn  the  treatment 
of  cutaneous  leishmaniasis 


I Protocol  P>:  1903 


Kstimn 


Principal  Investigator:  Charles  fl.  Os  ter,  M.D.,  MAJ  MC 


Associate  Investigators:  ,  ,  Facility:  _ „ 

Edmund  C.  Tramont,  MD,  LTC(P)MC  WRAMC 

Craig  J.  Canfield,  HD,  COL  MC  - - - — 

Larry  0.  Hendricks,  Ph.D.,  MAJ  MSC  Oepr/Svc  ,,  ...  ,T  ,  .. 

Cnarles  Pamolin,  n6 ,  MAj  MC  ^  Medicine/Infectious  Disease 

u!a££eajtJl  _Xhi.a.ay^.tTLr .  ITC,  MC - - 

Key  Words : 

Leishmaniasis;  pentavalent  antimony 


Accumulative  Supply 
Cost:  $4,000.00 


Accumulative  hlEDCASU 
^  Cost:  0 

Accumulative  Contract 
Cost:  0 

Study  Objective:  (a)  To  evaluate  the  efficacy  of  different  regimens  of  sodium 
stibogluconate  (Pentostam)  for  the  treatment  of  cutaneous  leishmaniasis. 

(b)  To  observe  for  long  term  sequelae  of  ''eishmaniasis  and  its 
treatment  ir  military  personnel . 


Technical  .■  pproach:  Unchanood 


Progress  during  FY-30:  lo  patients  with  leishmaniasis  were  seen  during  the  period 
1  Oct  79  to  30  Sep  80.  Three  had  been  previously  treated  at  WPAMC  and  were  re¬ 
admitted  foi  treatment  of  recurrent  disease;  one  was  treated  with  a  fourth  course 
o f  sodium  stibogluconate  with  anparant-  rpsn.lat.inn ;  the  second  was  treated  with 
Kurr.ber  of  subjects  to  bo  studied  before  onr.uiPuoo  id  shulv: 


.’.I  ir.';  in 


Conclusions: 


See  foP  owing  sheet 


Publications  or  Al.’strr.c's,  FT-fO-  Chulay  JD,  Traront  EC,  Hendricks,  LD,  Takafuji  E. 
Clinical  manifestations  of  cutaneous  leishmaniasis.  Manuscript  in  preparation. 


Progress  during  FY-30 : (Conti nued)Amphoterici n-B ,  one  gran  total  dose,  but  still 
had  positive  post-treatment  cultures;  the  third  had  continued  disease  involving 
skin  graft  sites  on  an  old  burn  wound.  He  had  had  three  courses  of  sodium 
stibogluconate  andoverthree  grans  of  amphoterici n-B  previously;  therefore  he 
was  treated  with  local  heat  therapy  with  improvement. 

Two  patients  were  treated  previous!/  elsewhere,  one  in  Panama,  and  the  other 
in  Colombia.  The  first  was  retreated  at  WRAMC  using  the  standard  regimen  of 
sodium  stibogluconate.  The  second,  a  civilian  Peace  Corps  volunteer  was  referred 
to  the  National  Institutes  of  Health  for  treatment. 

The  remaining  six  patients  were  enrolled  in  the  experimental  limb  of  the 
protocol.  Two  were  treated  in  Group  A  (600  mg  I. V. once  a  day  for  10  doses), 
three  in  Group  B  (600  mg  I.V.  loading  dose  followed  by  a  continuous  I.V.  infusion 
of  600  mg  per  day  for  9  days),  and  one  in  Group  C  (600  mg  I.V.  loading  dose  followed 
by  200  mg  I.V.  every  eight  hours  for  27  doses'.  All  healed  after  their  treatment; 
however,  since  the  follow-up  period  has  been  short,  it  is  premature  to  consider 
these  patients  cured. 

Sodium  stibogluconate  has  been  well  tolerated  by  all  patients.  We  have  not 
had  to  curtail  its  administration  due  to  an  adverse  reaction.  Side  effects, 
including  headache  (1  patient),  chest  pain  (1  patient),  and  paresthesias  (1  patient), 
were  minor  and  transient. 

Cone! usions :  It  is  clear  that  sodium  stibogluconate  is  effective  fur  the  treatment 
of  cutaneous  leishmaniasis.  However,  25-30'=  of  the  patients  treated  at  WRAMC 
have  not  been  cured  with  the  initial  ten  day  course,  and  there  is  no  apparent 
difference,  at  this  time,  in  the  failure  rate  of  the  experimental  treatment 
groups.  Our  data  suggests  that  higher  dose  or  longer  treatment  regimens  using 
sodium  stibogl uconate  will  be  required. 

Work  Unit  No.:  1908 

Funds  Utilized,  FY-80:  $2,000.00 

Funding  Requirements,  FY-81 :  $2,000.00 

Personnel :  None 

Equipment :  None 

Suppl ies :  $1,500.00 


Travel  :  $500.00 


Protocol  Ko:  ^  ^09 


Title  of  Project:  immunological  evaluation  of  patients  with 
cutaneous  leishmaniasis 


Status  •. 


StaxtiU'J  Date:  21  Feb  1978 


Itsstimatcd  Completion  Date:  30  Sep  1981 


Principal  Investigator:  Charles  H.  Oster,  M.D.,  MAJ  MC 


Assqcitts  Investigators:  Facility:  WRAMC 

FranKiin  AT  Neva,  M.D.,  NIH 

Eskild  A.  Petersen,  M.D.,  NIH.  - 

Edmund  C  Tramont,  MO.  CTC(P)  MC  DeDt/Svc  Modicine/Infectious  Disease 
Jerrrey  D.  Chulay,  M.D.,  LTC  MC 


Key  Words:  Leishmaniasis/immunology/lymphocyte 


Accumulative  J.LSDCASE 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost:  $5,000.00 


Periodic  Review  Results; 
(to  bo  Ailed  in  by  DCi) 


Study  Objective:  To  study  the  anti gen-speci fic  and  nonspecific  humoral  and  cellular 
immune  responses  in  patients  with  cutaneous  leishmaniasis. 


Technical  Approach:  No  change  in  this  fiscal  year. 


Progress  during  I'Y-SO;  In  vitro  cellular  immune  responses  of  eight  patients  were 
studied  in  FY80.  One  patient  was  studied  twice.  7/8  patients  responded  to 
leishmanial  antigens  in  vitro,  with  lymphocyte  transformation  responses  4-56 


r  of  subjects  to  ho  studied  before  completion  of 


Serious/unexpected  side  effects  in  subjects  participating  i:i  project: 


Co.iUi.ijicit&.  |.;ost  patients  with  cutaneous  leishmaniasis  develop  antigen  specific 
cell  mediated  immunity,  as  documented  by  in  vitro  lymphocyte  responses.  This 
responsiveness  may  prove  useful  as  an  adjimeti'  ••  ringnnt--',  :.  -t.  T h, o  poor 
PuTic-Tir.rn  or  Abstracts,  T*\—o0:  (font  d/ 


4 


r 


Protocol  No:  1909 


Progress  during  FY-80:  (Cont'd)  times  control  levels.  The  eighth  patient  had 
levels  only  1. 3-2.0  times  control;  this  patient  has  continued 
active  disease  despite  three  coursesof  sodium  stibogluconate  and  over  3  grams 
of  amphotericin  B.  The  other  patient  who  is  unresponsive  to  therapy  (two  courses 
of  sodium  stibogluconate  and  one  gram  of  amphotericin  B)  has  the  next  lowest  in 
vitro  lymphocyte  responses,  ranging  1-4.6  times  control.  The  other  patients  who 
responded  to  therapy  had  responses  9-56  times  control.  These  data  are  provocative 
and  suggest  that  immunodeficiency  may  be  contributing  to  these  two  patients  pro¬ 
longed,  unresponsive  disease. 

Passage  of  the  peripheral  blood  mononuclear  cells  (PBM)  over  nylon  wool  columns 
abolished  the  antigen-induced  transformation  of  lymphocytes  of  all  patients, 
suggesting  a  role  for  macrophages  in  antigen-processing  or  presentation.  Culture 
of  the  PBM's  in  the  presence  of  i ndumethaci n  nad  no  effect  on  the  transformation 
responses  of  five  of  eight  of  these  patienls.  fine  patient's  response  decreased, 
and  two  patient's  responses  increased  with  omethacin.  One  of  these  latter 
patients  was  a  poor  responder  initially.  With  indomethacin  his  responses  were 
30  times  control  levels,  suggesting  the  possibility  of  a  prostaglandin-mediated 
suppression . 


Cone! usions :  (Cont'd)  responsiveness  of  lymphocytes  from  two  patients  with 
recalcitrant  disease  suggests  that  an  immunodeficiency  may  prevent  resolution 
of  leishmaniasis.  These  interesting  preliminary  findings  will  be  pursued. 

Funds  Utilized,  FY-8Q :  $3,000.00 

Funding  Requirements,  FY-81 :  $5,000.00 

Equi pment :  Multiple-channel  automated  sample  harvester  $1,500.00 

Suppl ies :  $3,000.00 


Travel :  $500.00 


Protocol  No:  IV 11 


Status:  Interim  x 


V)  ,t0.  j  October  1980 


_  _  .  ,  I _ Final 

Piwle  oz  Project 

In  Vicro  Inhibitory  Activity  ot  a  Series  oi  2-Acetylpyr cdine  thiosemicarbazones 


Starting  Date:  ->7  tvs  7b  13 stimated  Completion  Data:  Oct  81 


Principal  Investigator:  Arthur  Dobek,  Ph.D. 


Associate  Investigators: 


Edmund  Trarnont,  M.D.,  LTC  MC 
DanieL  Klayman,  Ph.D. 


Key  Words: 


Facility:  Walter  Reed  Army  Medical  Center  ’ 
Dept/Svc  Oepar r.ment  of  Clinical  Invest igat  i  i 


Number  of  subjects  to  be  studied  before  completion  of  stud'/ 


Serious/une:cpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  thirty  additional  compounds  of  various  chemical  s  true  to;  .2  have  become 
available  for  testing.  The  major  emphasis  will  l-.e  cn  f  i  ding  potential  inhibitor? 


for  rho 


>c  enteric  and  Pseudomonas  bacilli 


Publications  or  A b.'Praots,  FY-SO:  a!  r.,che,| 


9  October  1080 


"Thmcal  ■Approach  -  (Continuat  ion) :  5kUKc  h 

<  SPP..  1  Escherichia  ^  spp .  , 

5  Misseria  menir»iMH.:: - ;3~  (lnvasive),  5  Proteus  i- 

•a®  iscfe1** Ihe  **«  ;*  30 


Progress  during  FY-80  (Continuation);  N.  .  ... 

in  the  MIC  range  of  0.125  to  0  5  u  /  u  - LS£i£idis.  s.  auj^  was  inhibited 

^en  published  ^  Sh0Wn  gram-negai.ee  b  J°nf  ^  ’  Poor  -"ti- 

'  J)il'  These  data  have 


Publications  or  Abstracts,  FY-80; 


1*  Dobek,  Arthur  n  vi 

0j-  *r»».  •»«  *.  rt«.t. 


—  vi.  wunic 

~?cecy1Pyridine  thi 
io(l):  27-36,  (1980) 


f 


Date 


9  QctobS"  1930 


! Protocol  No;  T9T  2 


Status:  Ti’.tui'jrn 


Title  of  Project:  Determination  of  vancomycin  levels  in  climca^ 


Xi-'iliil 


samples  using  high  pressure  liquid  chromatography  (HPLC) 


St ar  ting  D at e :  27  Ha  re h  1 97 9 _ festirnrUed  Ccn>pietion  Date:  30  Sep  80 

Principal  Investigator:  Charles  N.  Oster,  M.D. 


Associate  Investigators: 

P.udol  fo  Bongiovanni,  CPT  MSC 
Edmund  C.  Tramont,  MD  LTC(P)MC 


Facility:  WRAMC 


Dept/Svc  Medicine/ Infectious  Disease 


Key  V/orcls: 


Vancomyci n/antibiot i c  assay 


Accumulative  ?.  LED  CASE 
Cost: _ 

FY-SO  MECCA?-  Cost: 


Accumulative  Contract 
C  u.st: 


Accumulative  Supply 
'  Cost:  $12,000.00 


Periodic  Jlesit:"-  Pesr’ts: 
(to  be  fillbu  Li  by  DC!) 


•Study  Objective:  1.  To  discover  the  liquid  chromatographic  characteristics  of 
vancomycin. 

2.  To  develop  a  rapid  assay  for  vancomycin  in  clinical  samples 

uing  HPLC. 


Technical  Approach:  There  have  been  no  changes  in  the  technical  approach  in 
the  fiscal  year 


I 


Progress  during  FY-60.  The  technical  aspects  of  sample  preparation  and  chromato¬ 
graphy  were  described  in  the  FY-79  report. 

Further  studies  were  designed  to  develop  an  internal  standard  and  to  determine 
if  cc — ion!  v  used  clinical  pharmaceuticals  wo'.i'  1  yntsrfere  with  this  assay.  (Co  n  1. 1  d  j 

Number  of  subjects  to  be  .studied  before  compilation  of  shulv:  0  _ 

Serious/ur.expected  side  effects  in  subjects  participating  in  project: 


Conclusions:  The  first  objective,  defining  vancomycin's  HPLC  characteristics ,  has 
been  achieved.  However,  limited  availability  of  HPLC  time  prevented  further 
assess~ent  of  this  assay  method  for  vancomycin  in  clinical  samoles.  This  technique 

Pub!io:Aun?  or  Abstracts,  FY-d‘):  "cClain  JBL,  Bongiovanni  R.  (continued/ 

Quantitation  of  vancomycin  by  high  pressure  liquid  chromatography.  Manuscript  in 
d  re  carat,  on. 


18 


j 


Work  Unit  #1912 


Progress  during  FY-80:  (Continued).  Unfortunately,  we  were  unable  to  secure  access 
to  the  HPLC  equipment,  and  work  on  this  project  was  necessarily  curtailed. 


Conclusions:  (Continued)  (HPLC)  is  potentially  extremely  useful,  not  only  for  the 
rapid  assay  of  vancomycin,  but  also  for  other  antibiotics.  Strong  consideration 
must  be  given  to  allocating  more  access  to  HPLC  equipment  for  this  work. 

Funds  Utilized,  FY-80:  #1,000.00 

Funding  Requirements,  FY-81 :  0 


Personnel :  None 

equipment:  ..'one 

Supplies:  None 

k 

Travel :  None 

319 


t 


Pile:  13  October  1930 _ j  lh.-c.tor- d  No:  1  91 3 _ ti.af.un:(  Tidorim  ) 

.  .  _ Final 

Title  oi  i  reject:  Laboratory  Investigation  of  New  Antibiotics 


|lh.-otor->l  No:  1913 


Startlr-g  Put 22  January  1980  Estimated  Completion  Date:  January  1  933 _ 

Principal  Investigator:  Charles  N.  Oster,  HAJ  MC ;  Alan  S.  Cross,  LTC  MC 

Associate  Investigators:  Edmund  C.  Facility:  WRAMC 

Tramont,  MD:  Arthur  S.  Dobek,  Ph.D.; 

John  F.  Kaiser,  MD;  Dennis  Kopecko,PhD;  '  7 - 

Ronald  K.  Porpatich,  M.S.  Dept/Sve  Medicina/Infectious  Disease  Svc 

Key  Words:  Anti biotics/Bacterial  susceptibility/resistance  mechanisms 


Accumulative  ALE  D  CASE 
Cost:  0 _ 

FY-SO  MFD  CASE  Cost":  5" 


Accumulative  Contract 
Cost:  0 


Accumulative  Supply 
Cost:  $5 ,000.00 


Periodic  Review  Results: 
I  (to  be  filled  in  by  DC!) 


Study  Objective:  1.  To  investigate  the  in  vitro  antibacterial  activities  of  new 
antibiotics  against  bacteria  isolated  from  patients  at.  WRAMC . 

2.  to  investigate  the  mechanisms  of  bacterial  antibiotic  resistance. 


Technical  Approach:  In  vitro  antibacterial  activities  of  antibiotics  are  determined 
using  standard  agar-dilution  techniques. 


Progress  during  PY-SO: in  vitro  antibacterial  activities  of  the  invests  national 
drugs  piperacillin  (P),  cefotaxine  (H),  moxalactam  (L),  and  cefoperazone  (1)  were 
determined  for  two  collections  of  bacterial  isolates.  One  collection  was  a  series 
o f  recent  consecutive  isolates  from  WRAMC 's  Clinical  Microbiology  Laboratory. _ The  ( 

Number  r>f  subjects  to  be  studied  bofuco  completion  o'.'  ••  \i ; i y :  None _ _ . 

Scidors/unexpected  side  effects  in  subjects  piuticipati in  project: 

N/A 

Core1  us  Lous:  Only  cefoperazone  and  piperacillin,  of  the  new  antibiotics  invest'd  gal 
have  sufficient  in  vitro  activity  against  antibiotic-resistant  Pseudomonas  t.o  be 
potentially  useful  clinically.  Cefotaxime  and  moxalactam  have  good  activity  againsl 

Publications  or  Ab.-trnc'.a,  Fj.  SO:  In  Vitro  Activity  of  Cefotaxine,  Moxalactam, 
Cefoperazone,  and  Piperacillin  against  multiply  antibiotic  resistant  Gram-negative  1: 


( Coiii.' 
bactc-r  i 


Protocol  No.  1913 


Progress  during  FY-80:  (Cont'd):  second  collection  was  a  group  of  antibiotic- 
resistant  gram-negative  bacteria  gathered  at  WRAMC  over  the  last  several  years. 
Sensitivity  of  these  bacteria  to  carbenicillin  (CB),  gentamicin  (G),  tobramycin  ( N ) 
and  amikacin  (A)  were  also  determined  for  comparison  with  the  investigational  anti¬ 
biotics  . 

Consecutive  recent  bacterial  isolates 

Number  Percent  Susceptible _ 


Isolates 

H 

L 

I 

P 

CB 

G 

N 

A 

Escherichia  col i 

124 

98 

77 

99 

98 

73 

97 

98 

100 

K1 ebsi el  1 a-Enterobacter 

97 

100 

91 

94 

92 

44 

93 

92 

99 

Proteus  species 

93 

97 

92 

100 

98 

78 

85 

94 

99 

Pseudomonas  aeruginosa 

122 

84 

84 

93 

98 

52 

63 

90 

93 

Antibiotic- 

-resistant  bacteria 

Number 

Percent  Suscept 

i  ble 

Isolates 

H 

L  I  P 

CB 

G 

N 

A 

Escheric'ni  a 

col  i 

98 

100 

99  100  91 

53 

89 

85 

99 

K1 ebsi el  1  a- 

Enterobacter 

74 

95 

99  84  26 

12 

16 

12 

91 

Pseudomonas 

aeruginosa 

102 

59 

53  94  93 

35 

17 

39 

92 

Cone! usions  :  (Cont'd)  :Enterobacteriaceae ,  but  are  less  active  against  Pseudomonas . 


Publications  or  Abstracts,  FY-80 : (Cont1 d) :  C.N.  Oster,  A.S.  Dobek,  A.S.  Cross, 
E.C.  Tramont.  Submitted  to  ASM  Annual  Meeting,  March  1981. 


Funds  Utilized,  FY-30:  $6,000.00 


Media  $1,000.00 
Disposable  plastic  ware  3,500.00 
Other  consumables  2,500.00 
Travel,  publications  500.00 


f>  r>  1 
CfL  1 


Date: 


27  October  1980 


Protocol  No:  2000 


on  the  Release 


:  Interim  x 
Finol 


’r,-a  _  f 


lies  Ebfects  or  Jastric  Sc 
of  Pancreacic  Polypeptide 


Starting  Dala:  io7q 


[Estimated  Completion  Date: 


■xp.aa 


Principal  Investigator: 


John  Harmon 


Associata  Investigators: 
Lawrence  Johnson  MD 
Richard  Uirata  MD 

Ian  Taylor  MD 


Kev  Words: 


Facility: Waiter  Reed  Army  Medical  Center 


Dept/Svc  Surgery 


Pancreatic  polypeptide,  ulcer,  hormone 


Accumulative  MEDCASE 
Cost: 

■HiliHI 

Accumulative  Supply 
Cost: 

FY-SO  MEDCASE  Cost: 

Periodic  Re 
|  (to  be  fills 

:view  Results: 

d  in  by  DCI) 

Study  Objective: 


To  determine  the  roles  of  the  vagus  nerve  and  the  antrum  of  the  stomach  in  the 
release  of  pancreatic  polypeptide  into  the  bio.  L rot;  the  pancreas 


Technical  Approach: 

To  compare  meal  stimulated  serum  pancreatic  polypeptide  values  in  patients 
before  and  after  surgery  on  the  stomach 


Progress  charing  FY-80: 

Serum  samples  were  collected  from  15  patients  in  anticipation  of  surgery.  Tlrirt-vn 
patients  have  had  surgery  of  whom  3  have  had  repeat  collection  of  serum  samples. 

The  samples  were  sent  to  LA  for  measurement  of  serum  pancreatic  polypeptide  in  Apr  fiO 

Number  of  subjects  to  be  studied  before  completion  of  study: _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 

Sarisfacro-y  progress  has  bee::  made  in  collect  in  p  specimens.  No  unexpected  pro!) 
have  arisen.  The  protocol  has  not  interfered  significantly  with  patient  care. 

Publications  or  Abstracts,  FY-80: 


FUNDING  REQUIREMENTS 
CLINICAL  INVESTIGATION  PROGRAM 


);,N  UNIT  NO.:  &°oo _  (tITI.K:  Use  of  Co-Polvner  as  a  Lattice  for  t’ne  Growfn  of 


PRINCIPAL  INVESTIGATOR : 


G*e!  Har  hp  D 


DATE 
VI /Vs  A; 


;ment 

or 

■sense _ 

■0  -  1200  Personnel: 


.0.00  Travel: 


Mission 


Conference 


Patient 


FY 

FY 

81 

82 

REMARKS 

Date:  27  0-:  .-r  -  •  <»?e  i Protocol  Ac:  2003 

Status: 

Interim  x 

ii.A  of  Project,.  yse  0£  Copolymer  as  a  Lattice  for  the.  Grow: 
of  Neogut  ! 

'  ......  1 

I'inttl 

h 

Starting  D;ite:  Umn  Estimated  Comoletion  Date: 

_ KatcL 

1982 

Principal  Investigator:  T1  T.  u  L*  ■  •  -v-  vr 

°  Jolirt  W.  Harmon,  LTC  MC 

Associate  Investigators: 
Villias  Berry  CPT  MC. 
Keith  LilJemoe  CPT  MC 


Facility:  Walter  Reed  Army  Institute  of  Research 


Depfc/Svc  Division  of  Surgery 


Kc  v  Vv  ords : 


Small  iiitestine,  surgery- 


Accumulative  MAD  CASE 

1  Accumulative  Contract 

|  Accumulative  Supply 

.-CO*..  | 

!  Cost; 

Cost: 

YY-SO  MECCA  SC  Cost:  ! 

i  Periodic  Re 

view  Results; 

(to  he  filled  in  by  DCI) 

Study  Objective: 

To  investigate  cethods  of  expanding  the  surface  area  of  the  snail  hovel  n uccsa 


i  c clinical  Appro:* oh : 

Rabbits  are  studied.  Animal  surgery  is  performed  on  the  ileum 


'•ojress  during  1 1 -SO: 

Dacron  and  dexon  polymer  have  been  studied  wit!:  simile:  e  nit.-.  s.;ee 


er  of  to  l, u  .studied  before  completion  of  study: 


-nofve- 


•’.s/  i.ec  q.-ectud  side  effects  in  subjects  participating  in  project: 


-  a  L  U  cl 


Currently  autogenous  musMe  grafts  seen  to  bp  a  superior  It/'-iru,  as  compared 
vit’n  foreign  naleri  VI. 

•j  'tii,:’..:  or  Abstrui;.’.;:.  FY-CO: 

'Surgical  .Forum  .  30:.3£5-^  19791 


FUNDING  11  EQL=Ii;  EM  ENTS 
CLINICAL  INVESTIGATION  PROGRAM 


■\:j  -M T  NO. :  3003  TITLE : 


Thp  Fffpr's  of  fu'1~rri.C- 
Pancreitic  Polypeptide 


L’lUuCtr.Mi  INVESTIGATOR : 


John  W  Harmon 


\SE 


-  12  GO  Personnel: 


'/>  Travel: 


Mission 


.  Coaler  enc® 


Patient 


J  Rental  Equip; 


■  Printing  and 


Reproduction: 


Contractual  Svc 


Lab  Contracts 


FY  I 

81  •  '  I 

FY 

82 

f 

] 

\  •  :  1 

None  -  j 

None 

REMARKS 


■  Freight  transport  of  speci-  ens 


Work  Unit  Number: 


2106 


Title  of  Project:  Management  of  the  Henociynaraical iy  Significant, 
Asymptomatic  Carotid  Bruit 

Investigators: 


Principal:  I.TC  G.  Patrick  Clagett 

/Associates:  COL  George  J.  Collins,  Jr. 

COL  Norman  M.  Rich 
l.'i'C  James  M.  Salander 
MAJ  Michael  J.  Spebar 

Obj ectives :  fl)  To  determine  the  most  appropriate  management  of  patients 
with  asymptomatic,  hemodynanical ly  significant  carotid  bruits, 
(2)  To  determine  the  nature)  history  of  asymptomatic  extra¬ 
cranial  vascular  disease;  (.J)  To  determine  the  role  of  non- 
inva.si.ve  diagnostic  techniques  in  the  management  of  patients 
with  asymptomatic  extracranial  vascular  disease. 

Technical  Approach:  Consenting  patients  who  are  asymptomatic  for  cerebro¬ 
vascular  disease  who  have  hemodynamically  significant 
carotid  stenoses  (as  determined  by  non-invasive  studies; 
are  eligible  for  randomisation  into  two  groups.  Patient 
ineligible  for  randomization  include  those  who  have  had 
carotid  endarterectomy  on  the  side  in  question,  those 
judged  too  frail  to  undergo  carotid  endarterectomy,  and 
those  who  don't  consent'.  Patients  randomized  into  the 
surgical  group  will  undergo  arteriography  and  carotid 
endarterectomy  if  an  operable  lesion  is  found.  Patients 
randomised  into  the  second  group  will  be  treated  with 
aspii-in,  650  ng  twice  daily,  and  followed  closely  (every 
?>  months) .  I:  pati  in  J  second  gr  .up  devejrp 
symptoms,  they  will  then  undergo  arteriography  and  carol 
endarterectomy . 

Progress  and  Results:  Since  initiating  this  project,  22  patients  have  been 

. .  identified  with  hemodynamically  asymptomatic  carotid 

bruits.  Of  these,  14  have  consented  to  join  the  stuo;- 
and  S  have  refused.  Of  those  who  have  entered,  8  have 
been  randomized  into  the  aspirin  group  and  6  have  been 
allocated  to  the  surgical  treatment  group.  The  mean 
follow-up  period  for  nil  patients  entered  is  10  month 
In  the  aspirin  group,  there  was  one  death  from  a  card: 
cause.  Two  patients  in  the  aspirin  treatment  group 
developed  symptoms.  The  first  patient  developed  non- 
focal  global  symptoms  of  cerebrovascular  insufficiency 
•  manifested  by  dj^zcJuteos  and  disequilibrium.  This 


technically  was  considered  a  failure  of  aspiring  therapy 
and  the  patient  underwent  arteriography  which  demonstra¬ 
ted  two  critical  stenoses,  one  at  the  _arotid  bifurcation 
and  one  in  the  siphon  region.  Because  of  the  tandem 
lesions,  the  latt  re  of  which  was  not  amenable  to  surgi¬ 
cal  therapy,  the  patient  was  considered  inoperable.  The 
second  aspirin  failure  patient  developed  amaurosis  fugax 
and  underwent  arteriography  which  demonstrated  a  tight 
stenosis  of  the  internal  carotid  artery  which  was  recon¬ 
structed  with  a  carotid  endarterectomy .  His  course  and 
follow-up  have  been  uneventful. 

Of  the  6  patients  allocated  to  the  surgica]  group,  4  have 
undergone  uneventful  prophylactic  carotid  endai terectomies . 
One  of  these  patients  died  in  the  follow-up  period  because 
of  complications  of  another  vascular  procedure.  The  re¬ 
maining  three  patients  have  had  uneventful  follow-up  fol¬ 
lowing  carotid  endarterectomy.  One  patient  developed 
anaphylaxis  and  a  subsequent  myocardial  infarction  during 
angiography.  At  present,  he  is  considered  too  poor  an 
operative  risk  and  is  being  followed  by  medical  therapy. 

The  final  patient  ir.  the  surgical  group  has  steadfastly 
refused  arteriography  after  being  allocated  to  the  surgi¬ 
cal  group.  She  also  is  being  followed  on  medical  therapy. 
The  8  patients  who  refused  entrance  into  the  study  com¬ 
prise  any  interesting  group  from  which  valuable  information 
may  be  obtained.  All  of  these  patients  declined  entrance 
into  the  study  because  they  did  not  want  to  have  a  50°s 
chance  of  having  surgery.  All  of  these  patients  have  been 
followed  on  aspirin  therapy.  One  of  these  patients  develop¬ 
ed  a  mild  stroke  and  underwent  arteriography  and  operation 
which  demonstrated  an  occluded  internal  carotid  artery  which 
could  not  be  reopened.  Another  patient,  although  remaining 
asymptomatic,  was  seen  at  another  hospital  and  underwent 
bilateral  carotid  endarterectomies  there. 

Conclusion:  As  with  the  annual  report  last  year,  the  number  of  patients  is  too 
small  and  the  follow-up  period  too  brief  to  draw  firm  conclusions. 

The  study  will  have  to  be  continued  for  another  2-3  years  to  reach 
meaningful  conclusions. 

Funding  Requirements:  None . 


Publications:  None. 
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Interim. 
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Title  of  Project:  Etio  logic  Factors  for  Recurrent  Carc-t.id  Stenosis 

Investigators : 

Principal:  LTC  G.  Patrick  Clagett 

COL  Norman  Rich 

Associates:  LTC  George  J.  Collins,  Jr. 

LTC  James  M.  Salander 
MAJ  Michael  .1.  Spebar 
MAJ  W  jli.am  L.  Middleman 
L'.'C  S .  Iverio  (label Ion 

Objectives :  (1)  To  determine  risk  factors  for  the  development  of  recurrent 

carotid  stenosis  following  successful  carotid  endarterectomy 

Technical  Approach.  .'atiervi-.s  with  surgically  or  angi;  graphically  proven 

carotid  restenosis  comprise  the  study  group.  These  patients 
are  ago  and  sex  matched  with  patients  who  underwent  carotid 
endarterectomy  during  the  same  year.  The  second  group  of 
patients  comprises  the  control  group.  On  all  patients, 
the  following  information  is  obt..  ned:  symptoms  and  other 
indications  mandating  first  proevoure,  angiographic  findings, 
operative  details,  immediate  postoperative  morbidity  and 
Mortality,  histopathologic  findings,  and  presence  of  ather¬ 
osclerotic  risk  factors.  In  addition  to  these  data,  study 
patients  and  control  patients  will  have  blood  drawn  for 
determination  of  cholesterol  and  triglyceride  levels  as  well 
lipid  fractionation  studies  to  determine  the  relative  amounts 
of  1IDL,  LOL  and  VLDL  cholesterol.  Furthermore,  both  groups 
of  patients  will  undergo  threshold  dose  response  platelet 
aggregometry  to  AD?  epinephrine -and  collagen. 

T' 

Progress  and  Results'.  To  date,  25  patients  have  been  a  .entitled  wi.t.n  re.- cur  rent 

.  . —  carotid  stenosis  following  successful  carotid  endarterectomy. 

Ten  patients  with  restenosis  have  been  matched  with  control 
patients  and  all  have  had  their  studies  completed.  The 
data  have  not  been  analyzed,  l.'e  are  waiting  from  complete 
foilow-up  on  all  patients  with  carotid  restenosis,  as  well 
the  necessity  for  finding  matched  controls  for  these  patients. 
It  is  anticipated  that  one  more  year  of  surgery  will  be 
necessary  to  meet  these  requirements  and  complete  the  study. 

Conclusions:  The  sti  Jy  is  incomplete  and  no  definite  conclusions  can  ce  drown. 

The  one  striking  finding  that  has  surfaced  .is  that  greater  than 
50''.  of  Pc  patients  with  carotid  nstr.mi..  i.r.vn  been  finales.  be¬ 
cause  tin s  docs  not  parallel  the  -i  male  tc  female  (4:1)  in 


our  population  undergoing  carotid  endarterectomy,  sex  difference 
appears  to  be  an  obvious  etiologic  factor  for  carotid  restenosis. 


Funding  Requirements:  There  have  been  no  funding  requirements.  The  clinical 

laboratory  has  performed  the  lipid  determinations  and  Dr. 
George  J.  Collins'  laboratory  has  performed  the  platelet 
aggregometry . 

Publications:  None 
Type  of  Report:  Interim. 
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or  ut«  of  tSi i  t«i  Afl  340-15,  th«  prspon«n*  o;*ncy  i»  TACCEN- 


mCE  z?  offi ci  s*m&ol 


SPV 


C,  Clinical  Investigation 


Work  Unit  #2110 

Protocol:  Participation  of  the  Reticuj oondothe] i a.l 
System  ir.  Shortening  Platelet  Survival 


FROM  DATE 

Acting  C,  Per  Vas  Surg  Svc  IS  Jan  19&1 


1.  The  protocol.  Participation  of  the'  Reticuloendothelial  System  in  Shortening 
Platelet  Survival,  has  been  withdrawn  from  those  supported  by  the  Clinical 
Investigation  Service.  This  protocol  is  now  being  carried  out  in  the  Division 
of  Surgery  at  Walter  Reed  Army  Institute  of  Research  with  support  from  OMA  funds 

2.  Tnis  protocol  involved  no  human  subjects. 


G.  PATRICK  CLAGETT,  M . 3 . 
LTC,  MC,  USA 


uoust-  1 9 JO 


Protocol  : 


Title  of  Project: 

CLINICAL -QUANTIFICATION  OF  INTRAOCULAR  MALIGNANT  MELANOMA  VOLUME 


Interim 


Final  XX 


KeyWoids:  Ultrasound,  Intraocular  Tumor,  Malignant  Melanoma 


Accumulative  hLEDCASE 
Cost:  Unknown 


FY-SO  MEDGASE  Cost 


Accumulative  Contract 
Cost:  More 


Accumulative  Supply 
Cosi:  None 


I  Periodic  .Review  Result; 
(to  be  filled  in.  by  DC!) 


Study  Objective:  Please  see  attached  abstract  from  ARVO,  I960,  Orlando,  Florida. 
The  following  abstract  was  presented  at  tne  Annuai  Association  in  Research  and 
Vision  in  Ophthalmology  meeting,  Orlando,  Flcrica,  4  May  -  9  May  1950. 


Technical  Approach: 
Sea  above 


Progress  during  FY-SO: 
See  above 


Conclusions: 

See  above 

Publications  or  Abstracts,  FY-SO:  See  above 


ULTRASONOGRAPHIC  MEASUREMENT  OF 
CHOROIDAL  MELANOMA 

Kenyon  K.  Kramer,  M.D. 

Walter  Reed  Army  Medical  Center 
Washington,  O.C. 


The  size  of  choroidal  malignant  melanomas  continues  to  be  important 
clinically,  influencing  managment  in  many  cases.  Nineteen  melanomas  have 
been  measured  in  three  dimensions  with  ultrasound  in  vivo  and  the  results 
compared  to  h istopathology  dimensions.  Both  the  "Coleman"  apparatus  and 
the  Bronson  Turner  were  used.  The  height  measurements  were  the  most 
accurate  but  one  tumor  was  overestimated  by  3.3  mm  and  one  underestimated 
by  2.5  mm.  Tumor  base  size  estimates  showed  considerably  more  scatter. 
Lesions  posterior  lo  the  equator  were  generally  overestimated.  (One  tumor 
by  7  mm  by  one  method.)  Tumors  located  on  the  equator  were  generally  more 
accurately  m-'-asured  and  the  errors  better  centered  about  a  zero  error  line 
(one  mass  underestimated  by  4  mm).  These  differences  in  errors  depending 
on  the  location  were  statisdt ica I ly  significant  at  the  .Cl  level  for  one 
diamter  of  tho  tumor  base.  .  These  data  suggest  that  empirical!/  derived 
correction  f.clors  may  offer  improved  accuracy  in  ultrasound  size  estima¬ 
tions  of  choroidal  tumors  in  vivo. 


ARVO  abstracts 

! O  ’'  Or 1 . •■!(!  .  ' 


Date:  15  October  1980 

IProtocol  No:  2308 

Status:  Interim 

Title  of  Project:  Scleral 
1973  - 

Buckling  Experience  at  WRAMC  ^ 

1976:  A  Retrospect i ve  View 

Final  XX 

Starting  Date:  1978 

Estimated  Completion  Date:  1 

930 

Principal  Investigator: 

Cary  L.  Burton,  MAJ ,  MC 

- 1 - 

Associate  Investigators: 
Paul  V.  Whitmore,  COL,  MC 
Fleming  D.  Wertz,  LTC,  MC 


Facility:  Walter  Reed  Army  Medical  Cen+er 


Dept/Svc  Ophthalmology  Service 
_ Department  of  Surgery 


Keywords:  Scleral  buckle,  silicone 


Accumulative  MEDCASF. 
Cost:  0 

Accumulative  Contract 
Cost:  0 

Accumulative  Supply 
Cost:  0 

FY-80  MEDCASE  Cost: 

0  1 

Periodic  Review  Re  suits: 

! 

(to  be  filled  in  by  DCI) 

Study  Objective: 

To  review  surgical  results  of  Retina  Service,  Ophthalmology,  concerning 
scleral  buck  I i ng  operat ions . 


Technical  Approach: 
Chart  review 


Progress  during  FY-SO:  Scleral  buckling  procedures  using  solid  silicone  elements 
results  in  an  outcome  with  no  statistical  difference  as  compared  to  using 
expandable  silicone  elements. 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  c  ..  ...  ,  .  .. 

Expanding  silicone  buckling  elements  are  not  necessary  to  ac.niev'e 

good  results,  as  claimed  by  some  authors.  Furmhermore,  our  results  compare 
favorably  with  other  reported  series. 

Publications  or  Abstracts,  FY-SO: 

None 


10  October  1930 


f Protocol  No:  2309 


Aide  of  Project: 

A  Study  of  Eye  Trauma  and  Treatment  in  the  Military 


Status:  Interim  XX 
Final 


Starting  Date:  27  Dec  77 


Estimated  Completion  Date:  June  1980 


Principal  Investigator:  Howard  P.  Cupples,  CAPT,  KC,  USN 


Associate  Investigators: 

Paul  V.  Whitmore,  COL,  MC,  USA 


Facility:  National  Naval  Medical  Center  &' 
Walter  Reed  Army  Medical  Center 

Depfc/SvcOphtha Imo logy  Service,  Dept  of  Surgery 


Key  Words: 


Vitreous  surgery,  ocular  trauma 


Accumulative  U.LiDCASS 
Cost:  0 _ 

FY-80  MEDCASE  Cost: 


Accumulative  Contract 
Cost:  0 


Accumulative  Supply 
Cost:  0 


Periodic  Review  Results: 
(to  be  tilled  in  by  DCI) 


Study  Objective:  To  determine  the  role  of  vitreous  surgery  in  the  management  of 
ocular  trauma.  To  compare  the  results  of  oculo  trauma  cases  managed  by  vitreous 
surgery  wi  ll  the  results  of  ocular  trauma  cases  managed  in  the  past  b/  conventional' 
methods.  To  develop  plans  for  the  efficient  management  of  ocular  combat  injuries 
based  upon,  he  analysis  of  data  collected  during  :  he  study. 


•Technical  •  .ipror  oh: 

A  series  of  cases. of  ocular  trauma  managed  by  vitreous  surgery  techniques  will  be 
compared  with  a  similar  series  drawn  retrospectively  from  rscorcs  cf  NNMC  and 
WRAMC  during  the  Vietnam  era  and  managed  by  conventional  surgical  techniques. 


Progress  during  FY-80:  to  date,  103  cases  of  ocular  trauma  have  been  managed  in  the 
combined  series  at  WRAMC  and  NNMC.  The  prospective  series  is  therefore  completed  , 

and  the  retrospect i ve  study  of  Vitenam  era  cases  is  expected  to  be  completed  by  j 

June  1930. _ _ _  l 

Number  of  surr -:sto  to  be  studied  before  completion  of  study:  103 _  _ 

Serior  s/unexpected  side  effects  in  subjects  participating  in  project  j 

No  serious  unexpected  side  effects  to  vitreous  surgery  have  .an  found  in  the  management 


rnnMi'smrs-  o  i  ,  ,,  ,  .of  these  trauma  cases. 

conv.ii.s.on5.  conclusions  as  to  tn  •  effectiveness  cf  vitreous  s.;~cical  Techniques 

v.ill  bo  reviewed  at  this  time,  until  comparison  con  be  made  win--.  tne  group  treated 

by  conventional  surgery.  j 

Publications  ~  i  :  a-  ts,  FY  ' 


Date:  !4  Auaust  1980  1  Protocol  No:  2310 

Status:  Interim  XX 

Title  of  Project:  |  NTRAOCULAR  LENSES 

Final 

Starting  Date:  !  3  April  1973  festimated  Completion  Date: 

12  August  1931 

(Final  termination  of  this  protocol  will  be  determined 

-ir-  «;  ^ ™> _ _ 


Associate  Investigators: 
None 


Facility: 


i\5gd  Army  Medical  Center 


Dept/Svc  Ophthalmology  Service 


Key  Words: 


Intraocular  Lenses 


Accumulative  MEDCASE 

Accumulative  Contract 

Accumulative  Supply 

Cost:  None 

Cost:  None 

I 

Cost:  5,4390  FY-79 

_ _ _ 1 

FY’-SO  MEDCASE  Cost:  None 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  evaluate  intraocular  lenses  with  regard  to  safety  in  the 
treatment  of  aphakia 


Technical  Approach:  Intraocular  lenses  will  be  implanted  in  selected  patients  either 
at  the  time  of  cataract  extraction  or  in  a  second  operation  following  cataract 
extraction.  This  is  part  of  a  nationwide  col leborati ve  study  to  determine  the  incidenc 
of  adverse  effects. 


Progress  during  FY-80:  53  patients  have  had  lens  implants  or  attempted  lens  implants. 
One  adverse  result  mentioned  in  the  preceding  report  has  been  corrected  with  a  final 
visual  acuity  of  20/20.  A  second  adverse  result  is  not  directly  attributable  to  the 

intraocular  lens. _ _ _ 

Number  of  subjects  to  be  studied  before  completion  of  study:  Unknown  (FDA  will  deter, m  i  ne) 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 

None _ 

Conclusions:  The  generally  good  results  indicate  sufficient  value  to  continue  with 
th i s  protocol . 

Publications  or  Abstracts,  FY-SO:  None 


335 


:-2:  20  June 


.'fork  Unit  No .  2 J12 


Status:  Filial 


Service:  Ophthalmology 

Facility:  WRAMC 

i 

•ley  Words:  Corneal  Endothelium 

Aaso.  Investigators:  None 

Ac  cam.  MEDCASF 

Ac cum .  Contract 

1 

1 

| 

Ac  cum .  Supply 

Cost:  None 

SO:  None 

Cost :  None 

FT  SO:  None 

1 

Gos  ^  ?  004-  *  So 

FY  80;  None 

Objectives:  To  compare  the  amount  of  corneal  endothelial  damage  resulting 
frca  the  "standard  cataract"  extraction  versus  the  "small  incision  extrac¬ 
tion. 

Qechnical  Approach:  Cornea],  endothelial  cell  count  re  re  veasurej  pre  ana 
tost  op  in  each  group  of  patients. 

it- egress  during  FV  SO:  14  patient:-;  .'cor-  fcho  "standard  ca:  tract1'  group  were 
studied  of  v/hicn  4  were  eliminated  -due  to  post  operative  complications, 
trauma  or  cancellation  of  surgery.  3  patients  from  the  "small  incision'' 
group  v/ere  studied.  Greater  numbers  were  not  obtained  in  this  group  because 
-:f  the  relative  infrequency  of  nontravaatic  cataracts  in  young  persons  who 
ere  old  enough  ‘o  cc.-p.--ra  j  for  the  crulothahiai  «.:ii.  -  d  ."ho  ulr  Itta  te 

receive  a  stall  in.:!.. Lon  extract on  ..a  opposed  to  one  of  ...no  other  techniques, 
because  of  ny  transfer  to  Fort  Folk,  LA,  I  an  terminating  this  project. 

! cr. elusions :  Since  the  study  is  incomplete,  no  conclusions  can  be  drawn. 


lie  Effects:  There  were  no  side  effects  or  complications  with  any  of  the  patients 
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Periodic  Review  Results: 

Study  Objective:  1)  Assessment  of  the  California  Consonant  Test  (CCT)  as  a 
tool  in  clinical  hearing  aid  evaluation  on  the  population  with  limited  high- 
frequency  hearing  loss.  2)  Assessment  of  benefit  of  amplification  for 
individuals  with  hearing  loss  limited  to  frequencies  above  2000  Hz. 

Technical  Approach:  Completed. 

Progress  during  FY-80:  The  fourth  and  final  paper  under  this  protocol  entitled 
Extended  High  Frequency  Amplification  for  Hearing  Loss  Above  2GC0  Hz  was  pre¬ 
sented  in  Atlanta,  Georgia,  last  November.  The  abstract  for  this  paper 
appeared  in  ASHA,  Sept.  1979,  a  journal  of  the  American  Speech-Language-Hearing 
Association. 

The  pilot  study  immediately  preceeding  the  above  paper  has  been  accepted 
for  publication  in  EAR  and  HEARING. 

The  final  stage  of  this  project  will  be  preparation  of  the  fourth  paper 
into  manuscript  form  for  publication. 

Number  of  subjects  to  be  studied  before  completion  of  study:  n/a 


Serious/unexpected  side  effects  in  subjects  participating  in  project:  n/a 
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Conclusions: 
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',21"  \:z.v> 


The  research  by  us  as  well  as  by  others  over  the  past  four  years 
.  f tful  arc!  has  demonstrated  the  sensitivity  of  the  CCT  to  the 
r — erne  recognition  problems  associated  with  high  frequency  sensorineural  hear 
irg  impairment.  Superiority  of  the  CCT,  however,  in  conventional  comparative 
hearing  aid  evaluations  over  other  speech  test  materials  currently  in  use  has 
not  been  demonstrated. 

Future  clinical  applications  of  the  CCT  will  probably  be  in  aural  rehabi’l 
itation  through  analysis  of  phonemic  changes  achieved  with  training  and 
amplification. 
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WORK  UNIT  NUMBER:  2516 


TITLE:  The  Effect  of  Amplification  on  Limited  High-Frequency  Hearing  Loss 

INVESTIGATORS:  Principal:  Rauna  K.  Surr,  M.S. 

Associate:  Daniel  M.  Schwartz,  Ph.D. 

OBJECTIVES:  1.  Assessment  of  the  California  Consonant  Test  (CCT)  as  a 
clinical  tool.  2.  Assessment  of  benefit  of  amplification  for  individuals 
with  limited  high-frequency  sensorineural  hearing  loss. 

TECHNICAL  APPROACH:  Speech  audiometry  is  considered  one  of  the  more  important 
measurements  in  clinical  audiology.  Because  research  has  shown  that  pure  tone 
audiometry  provides  limited  information  about  the  speech  processing  character¬ 
istics  of  the  auditory  system,  clinicians  wave  long  been  interested  in  eval¬ 
uating  an  individual's  ability  to  hear  and  understand  speech.  Ideally,  speech 
testing  should  reflect  the  communication  handicap  created  i.y  the  hearing  loss 
and  should  differentiate  between  normal  hearers  and  those  with  sensorineural 
impairment.  The  most  widely  used  word  recognition  test  is  the  CID  W-22  lists 
(h’irsch  et  al.,  1952).  It  has  been  shown  to  be  relatively  insensitive  to 
high-frequency  sensorineural  hearing  impairment,  which  is  very  prevalent  in 
the  U.S.  Armed  Forces  secondary  to  noise  exposure.  Several  new  speech 
materials  have  been  developed  because  of  the  problems  associated  with  CID 
W-22.  Among  them  is  the  Northwestern  University  Auditory  Test  Number  6  (NU-5) 
by  Tillman  and  Carhart  Cl 966 )  which  is  now  used  routinely  within  the  United 
States  Army  and  Air  Force  audiology  clinics.  More  recently  (1977)  Owens  and 
Schubert  introduced  a  consonant  discrimination  test,  the  California  Consonant 
Test  (CCT),  which  is  purported  to  be  highly  sensitive  to  high-frequency  hear¬ 
ing  impairment.  Over  the  past  four  years  we  have  completed  several  studies 
to  evaluate  the  CCT  as  a  clinical  tool. 

PROGRESS  AND  RESULTS:  Initially,  performance-intensity  functions  were 
ODtained  for  both  normal  hearers  and  those  with  hi gh-f requency  sensorineural 
hearing  less.  The  results  demonstrated  almost  a  linear  function  for  both 
subject  groups,  approaching  asymptote  at  50  dB  SL,  as  compared  tc  the  typical 
sigmoidal  function  obtained  with  conventional  (CID  W-22  and  NU-6)  word  recog¬ 
nition  tests.  CCT  scores  were  also  compared  to  scores  on  MU-6  lists  in  60 
subjects  with  high  frequency  noise-induced  hearing  loss.  Consistent  with 
previous  findings,  relatively  high  word  recognition  scores  were  obtained  for 
the  NU-6  materials,  whereas  the  range  of  scores  on  the  CCT  approximated  a 
normal  distribution. 

The  second  phase  was  designed  to  examine  the  sensitivity  of  the  CCT  in 
differentiating  among  hearing  aids.  We  sought  to  determine  if  a  high-pass 
hearing  aid  can  provide  increased  improvement  in  word  recognition  and  conso¬ 
nant  discrininat’on  over  that  of  a  conventional  high  frequency  emphasis 
hearing  aid  in  :ners  with  hearing  loss  limited  to  frequencies  above 
10CC  Hz.  Word  a:.,  consonant  discrimination  were  assessed  in  quiet  and  in  the 
presence  of  12  talker  speech  babble  for  ten  subjects  under  three  listening 
conditions:  1)  unaided;  2)  wearing  a  conventional  high  frequency  emphasis 
hearing  aid;  and  3)  wearing  an  experimental  high-pass  instrument.  The  speech 
testing  materials  included:  1)  NU-6;  2)  CCT;  and  3)  eight  voiceless  English 
consonants.  The  results  indicated  that  both  instruments  provided  similar 
benefit  in  quiet.  For  the  noise  condition,  however,  the  experimental  high-pass 


aid  provided  a  considerable  advantage,  as  suggested  by  mean  data,  fio  notable 
difference  was  observed  in  the  mean  percent  improvement  between  the  HU-6  and 
the  CCT  scores.  Effect  of  noise  at  different  signa 1-to-noise  ratios  needed 
further  examination. 

The  third  phase  examined  the  effects  of  multi -talker  competing  speech 
and  half  vs.  full-list  usage  on  the  variability  of  the  CCT  scores  in  sound 
field  in  an  effort  to  establish  some  guidelines  for  a  significant  difference 
between  scores  when  comparing  different  hearing  aids  for  individual  patients. 
Phoneme  recognition  was  assessed  in  a  sound  field  in  quiet  and  under  four 
message-to-compstition  ratio  conditions  for  normal  hearing  subjects  and  in 
three  KCR  conditions  for  listeners  with  bilateral  high-frequency  sensorineural 
hearing  loss.  Noise  interference  functions  for  both  subject  groups  were 
characterized  by  a  gradual  decline  in  recognition  performance  as  the  signal- 


to-noise  ratio  decreased. 


iope  of 


function  f r r 


two  groups  was 


parallel  with  the  mean  scores  for  the  hearing- impairec  subjects  approximately 
30"  lower  than  that  for  the  normal  hearers.  Test-retest  reliability  across 
conditions  v.-rs  examined  via  correlational  analysis  and  by  computing  test- 
retest  difference  scores  for  individual  subjects.  Increased  test  variability 
with  half-lists  and  with  the  introduction  of  a  competing  message  makes  the 
CCT  under  these  two  conditions  of  questionable  value  "•  routine  hearing  aid 
evaluation  procedures. 


The  final  phase  of  this  protocol  assessed  the  usefulness  of  the  CCT  in 
predicting  aided  benefit  for  individuals  with  hearing  loss  limited  to  fre¬ 
quencies  above  2000  Hz.  In  addition  to  assessment  of  *>honere  recognition  by 


the  CCT,  Soi 


Hearing  Handicap  Index  (SHI)  develops. 


Birk- 


Nielsen  (1973)  and  follow-up  hearing  aid  use  questionnaires  were  used.  The 
results  indicated  that  despite  ti  "•  sensitivity  of  the  CCT  to  the  phoneme 
recognition  problems  associated  with  high-frequency  sensorineural  hearing 
impairment,  no  appreciable  aided  improvement  was  demonstrated  with  this 
measure  for  iris  group  of  subjects.  Cn  ■Tie  othc  -  hoof,  the  follow- up  sc  dete¬ 
rrent  was  somewhat  more  encouraging.  Usage  and  subjective  reports  of  improved 
daily  communication  suggested  that  many  of  these  hearing  aid  fittings  for  the 
limited  high  frequency  hearing  loss  group  can  be  considered  successful. 


CCTCLUSIOi'if :  Th,v  research  here 
has  been  ve  y  fruitful  and  has 


■swell  is  o' 

iioastra  ted  the 


phoneme  recognition  problems  associated  with  nigh- frequency  sensorineural 
hearing  impairment.  Superiority  of  the  CCT,  however,  in  conventional  compara¬ 
tive  hearing  aid  evaluations  over  other  speech  test  materials  currently  in 
use  has  nor  been  demonstrated. 

Future  clinical  applications  of  the  CCT  will  probably  be  in  aural  reha¬ 
bilitation  through  analysis  of  phonemic  changes  achieved  with  training  and 
arrpl  i  fication. 

REFERENCES: 


Ev.ertsen,  h  .. ,  n.d  i3i  . -N  iso  .  !  i .  ,  :..ia  i  ■•••'•  “’do.- 

Audiology,  12,  ICO  IB/,  1972. 

Hirsch,  I.  J. ,  Davis,  H. ,  Silverman,  S.  R. ,  Reynolds,  E.  G. ,  Elbert.  E.  ,  and 
Eonscr,  R.  Ii.  ,  Develop*’ ont  uf  materials  fo;  sneect  audiometry.  J. 
Speech  Hearing 17.  V  V.7 .  vh;2. 


Owens,  E.,  and  Scnubert,  E.  D.,  Development  of  the  California  Consonant  Te^t. 
J.  Speech  Hearing  Res. ,  20,  463-474,  1977. 

Tillman,  T. ,  and  Carhart,  R. ,  An  expanded  test  for  sneech  discrimination 

utilizing  CNC  monosyllabic  words  (Northwestern  University  Auditory  Test 
Number  6)  SAM-TR-66-55,  1966. 


FUNDS  UTILIZED:  FY-77 
FY-78 
FY-79 
FY-80 


Travel  to  Chicago,  Illinois,  for  paper  presentation 

None 

None 

Travel  to  Atlanta,  Georgia,  for  presentation  of  paper 
and  purchase  of  reprints. 


FUNDING  REQUIREMENTS,  FY-81:  Purchase  of  reprints,  requested. 

PUBLICATIONS: 

Schwartz,  D.  M,,  and  Surr,  R.  K. ,  Three  experiments  on  the  California  Conso¬ 
nant  Test.  J.  Speech  Hearing  Pis.,  February,  1979. 

Schwartz,  D.  M. ,  Surr,  R.  K. ,  Montgomery,  A.  A.,  Prosek,  R.  A.,  and  Walden, 

B.  E. ,  Performance  of  high  frequency  impaired  listeners  with  conventional 
and  extended  high  frequency  amplification.  Audiology,  18,  1979. 

Schwartz,  D.  M. ,  and  Surr,  R.  K. ,  High-pass  and  conventional  high  frequency 
hearing  aids  for  listeners  with  high  frequency  sensorineural  hearing 
loss.  Auditory  and  Hearing  Prosthetic  Research,  Larson,  V.  D.,  Egolf, 

D. ,  and  Karlin,  L.  (Eds.),  Grune  &  Stratton,  1979. 

Surr,  R.  K. ,  and  Schwartz,  D.  M. ,  Effects  of  multi-talker  competing  speech  on 
the  variability  of  the  California  Consonant  Test.  Manuscript  accepted 
for  publication.  Ear  and  Hearing,  November,  1980. 

TYPE  OF  REPORT:  Final 

DATE  PREPARED:  24  October  1980 


7  October  1920 


Protocol  i'!o.:  2517 


Status:  Interim 


Title  of  Project:  Evaluation  of  a  Specialized  Technique  for  Training  Audio 
visual  Integration 

Starting  Date:  22  August  1977  !  Estimated  Co 


Principal  Investigator:  Allen  A.  Montgomery,  Ph.D 


iSaim 

Oft  Qsto 

:  J 

anuar 

Associate  Investigators: 
Brian  E.  Walden,  Ph.D. 
Daniel  fi.  Schwartz,  Ph.D 
Robert  A.  Prosek,  Ph.D. 
Earl  Wilkinson,  MD,  MAJ, 


Facility:  Army  Audiology  and  Speech 
Center,  WRAHC 


Dept/Svc:  Department  of  Surgery,  Oto- 
laryngology  Service 


Key  Words:  Aural  rehabilitation,  rehabilitation,  lipreading,  auditory-visual 

integration 
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t: _  Cost: _ _  Cost: _ 

FY-80  KEOCASE  Cost:  Periodic  Review  Results: 


Accumulative  Supply- 
Cost: 


Periodic  Review  Results: 


Study  abjective:  This  study  is  designed  to  evaluate  the  effectiveness  of  a 
newly-developed  training  procedure  for  improving  patients'  ability  to  use  the 
audible  and  visible  aspects  of  soeech  si— 'Igneous1'/  fauJ'c-vicual  v  ton  ratio- 
(AVI)].  •  •  -  '  ''  . 


Technical  Approach-  Thirty  hard-of-hearing  patients  were  divided  into  control 
and  experimental  groups  and  tested  before  and  after  receiving  either  tradi¬ 
tional  rehabilitation  or  the  AVI  technique.  The  AVI  training  was  done 
individually  in  10  one-hour  sessions  by  trained  rehrbilit cti  r>ist$.  The¬ 
be  fore  and  after  testing  consisted  of  a  100-item  sentence  test  presented 
audiovisual ly  in  noise,  and  the  data  were  analyzed  with  parametric  statistics 
(t-tests  and  AMACOVA).  In  addition,  a  group  of  12  normally-hearing  people 
were  tested  at  a  similar  interval  to  assess  the  learning  effects  of  the  test. 

Progress  during  FY-30:  All  data  have  been  collected  and  analyzed,  and  very 
encouraging  results  kav*  been  obtained.  roth  groups  show  significant  improve¬ 
ment  following  training,  end  the  experimental  group  shews  significantly  more 
improvement  than,  the  controls.  Mo  learning  was  evidenced  by  the  normals. 
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Conclusions:  The  technique  appears  to  be  a  useful  and  efficient  way  to  improve 
new  hearing  aid  users'  ability  to  use  the  visual  (lipreading)  component  and  the 
auditory  component  of  speech  simultaneously. 

Publications  or  Abstracts,  FY-8Q:  Manuscript  in  preparation  for  submission  to 
J.  Speech  4  Hearing  Disorders. 
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Cost:  $18,650 
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Accumulative  Contract  j 

Cost:  ; 

Accumulative  Supply 
Cost:  $256.40 

FY-80  MEOCASE  COST: 

Periodic  Review  Results: 

Study  Objective:  To  determine  the  relationship  between  various  perceptual 
dimensions  and  the  physical  characteristics  of  hearing  aids  in  judging  the 
sound  quality  of  hearing  aid  processed  speech. 


Technical  Ar  roach:  A  e ? ngl o  20  second  f-ps  record  *  ’  passage  rrrrirt'' r  of 
an  interpret  re  reading  from  "The  Adventures  of  T;:..r  2,-yar"  v/a .  hearing  a':: 

processed  through  each  of  20  commercially  available  hearing  aids  in  a  paired 
comparison  format.  The  recording  procedure  was  accomplished  using  K.EMAP. 
equipped  with  Zwislockf-type  ear  simulators. 

For  the  playback  phase  ''0  normal  hearers,  10  subjects  with  high  frequency 
hearing  loss-,  and  10  with  flat  loss  were  each  instructed  to  furnish  two  types 
of  responses;  ratings  of  similarity  and  judgments  of  preference  based  on  the 
quality  of  the  hearing  aid  processed  speech.  Similarity  ratings  were  made  on 
a  7-point  equal  appearing  interval  scale,  where  1  represented  very  similar  and 
7  dissimilar.  Preference  judgments  consisted  of  identifying  the  aid  within 
each  pair  which  had  preferable  sound  quality. 

Progress  dur'  vj  FY- 80:  This  research  has  culwuia ued  A  the  or-: sen tation  oi 
two  papers  at  the  197,  and  ln/9  annua  I  meetings  of  the-  -  ..  erica n  Sreech- 
Language-Kearing  Association.  The  abstract  of  each  or  these  papers  appearing 
in  ASHA,  Sept.  1973,  1979. 
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The  first  paper  dealing  with  results  obtained  on  normal  hearing  subjects 
was  recently  published  in  the  J.  of  the  Acoustical  Society  of  America,  68,  2, 
458-466  (19S0).  The  second  paper" reporting  results  for  20  patients  with  hear¬ 
ing  loss  (10  sloping,  10  flat  configuration)  is  in  the  process  of  being  sub¬ 
mitted  for  publication  to  the  J.  Acoust.  Soc.  Am. 

Results  of  this  investigation  revealed  that  one  perceptual  dimension,  low 
cut-off  frequency  (LCO)  dominated  the  judgment  of  hearing  aid  sound  quality 
for  both  normal  hearing  and  hearing  impaired  subjects.  That  is,  listeners 
strongly  preferred  hearing  aids  with  relatively  low  LC0ls 


Number  of  subjects  to  be  studied  before  completion  of  study:  30 _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  n/a 

Conclusions:  The  finding  that  LCO  dominates  listener  judgments  of  hearing  aid 
sound  quality  is  in  direct  contrast  to  the  amp'; :  Ti  cat  ion  needs  of  hearing 
impaired  patients.  Chat  is,  an  extensive  do dy  of  research  literature  suggests 
that  amplification  of  low  frequency  speech  sounds  and  noise  may  create  an 
upward  spread  of  masking  and  thus  degrade  che  intelligibility  of  speech. 

Hence,  the  data  of  the  present  study  reveals  that  the  electroacoustic  charac¬ 
teristic  that  results  in  the  best  sound  quality,  i.e.,  low  low-cut-off 
frequency,  may  not  be  the  one  that  results  in  improved  speech  understanding 
with  a  hearing  aid. 
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Key  Words:  Lipreading,  synthetic  speech,  computer  graphics,  aural  rehabi Ti¬ 
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Accumulative  HEDCASE 

Accumulative  Contract  !  Accumul 

stive  Supply 

Cost:  $7,595.00 

I  Cost; 

j  Cost: 

$622.60 

_  _ 1  _  _  _ 

FY-80  MEOCASE  Cost:_ 

$7,595.00 

Periodic  Review  Results: 

Study  Objective:  This  study  is  designed  to  evaluate  the  feasibility  of  simu¬ 
lating  on  a  computer  graphics  system,  the  information-bearing  elements  of  the 
talker's  mouth  and  face  during  sceech,  for  the  purpose  of  studying  lipreading 
in  hard-of-’-  'ring  patients. 


Technical  Approach:  The  third  year  of  this  project  ha?  been  devoted  to  refin¬ 
ing  the  algorithm  (in  the  form  of  a  FORTRAN  program)  that  produces  sequences 
of  up  to  five  consonants  and  vowels.  The  primary  approach  has  been  to  incor¬ 
porate  a  mechanically-based  model  of  coar’ iculot'ion  with  linear  interpolation 
between  primitive  images  and  experimenter  -  controlled  amounts  of  forward  and 
backward  coarticulaticn. 


Progress  during  FY-80:  The  basic  algorithm  has  been  completed  and  is  in  the 
process  of  being  debugged.  One  subroutine,  designed  to  blank  invisible  por¬ 
tions  of  the  upper  teeth  coincident  with  upper  lip  movements,  is  completed  but 
not  yet  incorporated  into  the  ma ■’ r>  program. 


Purer  or  Subjects  to  be  stuaieci  cerore  completion  or 


uer i ous/ 1 


'.pec ted  ?id: 


fects  in  subjects  participating  in  pro: 


n/a 


(cont.)  -  #2525 


Conclusions:  Progress  this  year  has  been  substantial,  with  successful  genera¬ 
tion  of  simple  coarticulated  lip  shapes  (see  abstract  referenced  below'-.  The 
final  evaluation  of  the  system  will  take  place  this  fiscal  year. 

Publications  or  Abstracts,  FY-80:  "Coarticulation  and  lipreading:  comparison 
of  synthetic  and  real  stimuli",  presented  at  ASHA  Convention,  November  1979, 
Abstract  in  ASHA,  Nov.,  1979. 


WORK  UNIT  NO.:  2525 

FUNPS  UTILIZED,  FY-80:  $5,000.00  -  Camera,  compact  video  color 

$2,595. OC  -  Video  Tape  Recorder/Reprod.  Editor 
$  452.60  -  (20)  1/2",  2400’  reel-to-reel  videotape 
on  7"  reel 

$  170.00  -  Front  loading  disk  cartridge  for  RK05,  DEC 

disk  drive 


FUNDING  REQUIREMENTS,  FY-81 : 


TRAVEL:  $582.00  (to  present  results  at  national  meeting) 
SUPPLIES:  $160.00  for  magnetic  storage  medium  for  data 
REPRINTS/PAGE  CHARGES:  $500.00 


Pats:  3  October  1980 


Protocol  Mo. : _ 2526 


Status : _ Interim 


Title  of  Project:  Development  of  a  Communication  Self-Assessment  Inventory  of 
the  Hearing  Impaired  Soldier 

Starting  Date:  January  1979  1  Estimated  Completion  Date:  September  198T~ 


Principal  Investigator:  Brian  E.  Walden,  Ph.D. 


Associate  Investigators: 

Marilyn  D.  Wang,  Ph.D. 

Sue  A.  Erdman,  M.A. 

Facility: 

Army  Audiology  and  Speech 
Center,  WRAMC 

Roy  K.  Sedge,  Ph.D.,  MAJ ,  MSC 

Daniel  E.  Ppeilman,  H.D. >  MAJ,  MC 

Oept/Svc: 

Department  of  Surgery.  Oto¬ 
laryngology  Service 

Key  Words:  Self-assessment,  inventory,  hearing  impaired,  communication 


Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 

Cost: 

Accumulative  Supply 
i  Cost; 

' 

I 

FY-80  MEDCASi  Cost: 

Periodic  Review  Results: 

L._  _ 

Personnel  Cost:  $7,243.80 

Study  Objective:  The  objective  of  this  project  is  to  develop  a  communication 
sel  f-assess"  ent  inventory  to  be  used  in  the  inpatient  Aural  Rehabilitation 
Program  of  •:  Army  Audiol  and  Speech  Cento/-,  ..TSV  -'. .  T>-*  specific  purposes 

of  this  inventory  are: 

a.  To  assess  progress  in  environmental  control,  and  in  emot'onal ,  social, 
familial,  arid  vocational  adjustment  to  the  handicap  as  a  result  of  the  Aural 
Rehabilitation  Program  (i.e.,  a  quantitative  index  of  improvement  provided  by 
ore-  and  post-program  scores). 

b.  To  establish  a  baseline  for  planning  a  patient's  environmental  control 
training  and  adjustment  counseling  in  the  Aural  Rehabilitation  Program. 

c.  To  provide  prognostic  indicators  of  short-term  success  in  the  Program 
(p re -program  admi nistra tion) . 

d.  To  provide  prognostic  indicators  of  long-term  success  ir^ communica¬ 
tion  after  returning  to  duty  station  (post-program  administration). 


Technical  A:  .roach;  The  original  Application  t .  i •  fesoa ■  ■■  -reject 
proposed  that,  the  Government  contract  for  the  develop::  -nt  of  a  self-assessment 
inventory  of  communication  ability.  Following  the  approval  of  the  original 
protocol  by  the  Department  of  Clinical  Investigation,  ^equ^sts  for  funding 
v.ero  made  to  the  Medical  P.esearch  and  Development  Co:: .rand  and  to  the  Health 
Services  r  •  •.  Tn  both  cases.  "utiJing  '-ms  no:-  . '  ‘ :  c. 


(cont. )  -  f2526 


In  May,  1979,  a  new  communication  self-assessment  inventory  appeared  in 
the  literature,  the  Hearing  Performance  Inventory  (T.C.  Giolas,  E.  Owens, 

S.H.  Lamb  and  E.D.  Schubert,  Journal  of  Speech  and  Hearing  Disorders,  1979) 
appeared  to  have  potential  for  use  with  a  military  population.  Given  that 
funding  was  not  obtained  for  the  original  proposal,  the  project  was  modified 
to  be  an  evaluation  of  the  Hearing  Performance  Inventory  (HPI).  Among  the 
specific  goals  of  this  evaluation  were  the  following: 

a.  To  determine  the  clinical  applicability  of  the  HPI  for  a  military 
population; 

b.  To  accomplish  a  detailed  statistical  analysis  of  the  reliability 
of  the  HPI ;  and 

c.  To  determine  the  prognostic  value  of  the  HPI  for  the  military 
population. 

As  a  result  of  the  work  accomplished  during  FY-80  (see  "Progress  during 
FY-80"),  it  become  apparent  that  the  HPI  could  not  be  modified  to  fulfill  each 
of  the  purposes  :f  a  self -assessment  inventory  outlined  in  the  original  pro¬ 
tocol.  It  appears,  therefore,  that  the  original  proposal  -  to  develop  an 
inventory  tailored  to  the  specific  needs  of  the  Army  -  is  the  only  viable 
option  remaining. 

Since  the  initiation  of  this  project,  considerable  technology  in  test 
design,  construction  and  evaluation  has  been  acquired.  As  a  result,  it  is 
probable  that  a  communication  self-assessment  inventory  can  be  developed  in- 
house  that  will  meet  all  of  the  Army's  major  needs.  It  will  be  essential, 
however,  that  an  experimental  psychologist  be  available  part-time  for  a  period 
of  one  year  to  provide  technical  guidance  in  test  construction,  data  acquisi¬ 
tion  and  statistical  evaluation. 

Progress  during  HY-80:  Work  during  the  past  year  focused  on  an  assessment  of 
the  HPI  as  a  potentially  suitable  self-assessment  communication  inventory  of 
the  hearing  impaired  soldier.  The  complete  158-item  inventory  was  administered 
to  a  total  of  254  patients  entering  the  Army  Audiology  and  Speech  Center's 
Inpatient  Aural  Rehabilitation  Program.  Extensive  analyses  of  the  scales  and 
subscales  of  the  HPI  were  accomplished  via  computer.  The  major  findings  of 
this  work  were: 

a.  The  Speech  Scale  items  could  be  drastically  reduced  in  number, 
with  virtually  no  loss  of  reliability. 

b.  The  Intensity  Scale  items  could  be  reduced  in  number  to  produce 
a  scale  containing  equal  numbers  of  items  in  two  subscales:  Detecting  Common 
Sounds  and  Detection  and  Loudness  of  Speech. 

c.  Although  the  Reaction  to  Auditory  Failure  Scale  is  closely  con¬ 
cerned  with  one  of  the  goals  of  the  project,  items  of  this  type  are  under¬ 
represented  in  the  Inventory  as  compared  to  other  Scales. 

d.  The  Personal  Adjustment  Scale,  while  potentially  useful  as  pre¬ 
dictors  of  adjustment  and  program  evaluation,  proved  to  be  too  general  in 
nature  and  not  sufficiently  applicable  to  the  military  population. 

e.  The  Social  Scale  may  be  eliminated  since  it  is  completely  redun¬ 
dant  with  the  Speech  and  Reaction  to  Auditory  Failure  Scales. 

f.  The  Occupational  Scale  items  should  be  eliminated  because  the 
structure  of  these  items  mirrors  that  of  the  Speech,  Reaction  to  Auditory 
Failure  and  Personal  Scales. 

As  a  result  of  item  and  factor  analyses  of  the  original  158-item  inven¬ 
tory,  an  80-item  revision  was  developed.  The  basic  strategy  for  item  selec¬ 
tion/elimination  was  to  select  items  for  the  shortened  scales  so  as  to 
maximize  coefficient  *.  (In  general,  this  means  selecting  the  "  ^  en-s  with  the 


I  A 


3.9 


highest  item-total  correlations.)  The  revised  80-item  inventory  was  adminis¬ 
tered  to  an  additional  75  patients  as  the.'/  enter""-!  Program  and  at  the  cenc'lu- 
sion  of  the  two  weeks.  Additional  data  obtained  include  a)  testing  at  t.ne 
soldier's  duty  station  2-4  weeks  prior  to  entering  program  and  retesting  at 
beginning  of  program  (25  patients;  as  estimate  of  test-retest  reliability), 
and  b)  testing  with  complete  158-item  inventory  at  least  six  months  following 
program  (75  patients;  as  estimate  of  long-term  effect  of  program). 

While  the  analyses  of  these  data  are  not  yet  complete,  it  is  clear  that: 

a.  The  80-item  inventory  has  acceptable  test-retest  reliability. 

b.  Those  items  most  applicable  to  the  AA&SC's  inpatient  program 
and  military  population  show  potential  for  prognostic  applications  and  program 
eval uation. 


c.  A  large  percentage  of  the  items  appear  largely  irrelevant  to  the 
purposes  outlined  in  the  original  protocol. 

d.  There  is  a  high  degree  of  redundancy  among  items. 

While  the  basic  approach  utilized  by  the  HP;,  (e.g. ,  Likert-type  scale, 
subscale  organization,  etc.)  appears  reasonable  and  the  test  has  good  internal 
consistency •  it  is  not  likely  to  fulfill  our  basic  requirements.  We  have  been 
forced  to  return  to  the  original  proposal  to  develop  a  communication  self- 
assessment  inventory  tailored  to  the  military  population.  A  working  outline 
of  the  inventory  has  been  developed,  a  pool  of  possible  items  is  being 
generated,  and  a  preliminary  experimental  design  has  been  constructed  to 
assess  reliability  and  validity.  Work  has  been  slowed  since  August  because 
the  Expert:..'  Psychologist  working  on  the  project  has  not  yet  been  re  hi  red. 


Number  of  subjects  to ~be  studied  before  completion  of  study:  Approx.  600 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  n/a 
Conclusions:  n/a  '  '  ~  .  ~~ 


Publication'  or  Abstracts,  FY-80:  Not  appi icabl.  at  the  present  time. 


work  unit  r;f.:  ft? 5 

FUNDS  UTILIZED.  LY-8Q:  $7,243  (salary  -  Expert  me 

FUNDING  REQUIREMENTS,  FY-81 : 

PERSONNEL :  $12,000  (Dr.  Marilyn  Many,  GS  1  - 

4 ON  time) 


tal  Psychologist) 


TRAVEL:  $312.00  to  present  HPI  analysis  to  Annual  Convention  of  American 
Speech-Language-Hearing  Association,  Detroit,  November  1930 


REPRINTS. 


$200.00 


Date:  30  September  1980 


Protocol  i-o. :  2527 


Status:  Interim 


>  Title  or  Project:  Assessing  Laryngeal  Function  via  Residue  Inverse  Filtering 

t 

t  Starting  Date:  1  July  1979  I  Estimated  Completion  Date:  31  December- 1 980 

Principal  Investigator:  Robert  A.  Prosek,  Ph.D. 


Associate  Investigators: 

Allen  A.  Montgomery,  Ph.D. 

Facility: 

Army  Audiology  and  Speech 
Center,  WRAMC 

Daniel  M.  Schwartz,  Ph.D. 

Brian  E.  Walden,  Ph.D. 

Robert  L.  Henderson,  M.D.,  COL,  MC 

Oep t/Svc : 

Dept  of  Surgery,  Otolaryn¬ 
gology  Service 

Key  Words:  Voice  disorders,  digital  signal  processing,  linear  predictive 
coding,  inverse  filtering,  voice  severity  judgments 


Accumulative  MEDCASE 

Cost: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost:  $800.00 

FY-80  MEDCASE  Cost: 

Periodic  Review  Results: 

Study  Objective:  To  establish  the  relationship  between  voice  severity  ratings 
and  acoustic  measurements  obtained  by  means  of  Linear  Predictive  Coding  for 
patients  with  voice  disorders. 

Technical  Approach:'  Patients  with  various  vocal  complaints  who  were  seen  at 
the  Army  Audiology  and  Speech  Center  and  the  Otol aryngology  Service,  WRAMC, 
were  the  subjects  for  this  experiment.  Each  patient  recorded  the  vowel  /a/ 
at  a  comfortable  pitch  and  loudness.  Each  vowel  was  digitized,  inverse 
filtered  to  obtain  a  residue  signal,  and  measured  to  obtain  the  following 
residue  features:  pitch  perturbation  quotient,  amplitude  perturbation  quo¬ 
tient,  pitch  amplitude,  coefficient  of  excess,  spectral  flatness  of  the 
residue  signal.  These  six  measures  constitute  the  primary  independent  measure 
of  the  study. 

Two-second  samples  of  the  vowels  were  randomized  on  audio  tape  and  pre¬ 
sented  to  a  panel  of  nine  speech-language  pathologists  who  judged  the  severity 
of  each  sample  on  a  seven-point,  equal-appearing  interval  scale.  The  nine 
severity  judgments  were  averaged  for  each  sample,  and  the  mean  severity  judg¬ 
ments  constitute  the  dependent  variable  of  the  study. 

Two  changes  have  been  made  in  the  procedures.  First,  a  two-second  sample 
has  been  digitized,  instead  of  a  400  msec  sample,  in  order  to  determine  if  the 
residue  feature  values  change  significantly  across  time.  Second,  the  speech- 
language  pathologists  have  been  asked  to  judge  the  severity  of  the  voice 
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ing  interval  scale  than  quality  judgments  which  are  basically 
nominal.  Also,  judging  severity  is  a  routine  clinical  procedure  familiar  to 
al 1  the  judges. 


Progress  during  FY-80:  Forty-eight  male  and  forty-two  female  patients  with 
vocal  complaints  have  been  recorded.  The  mean  age  of  the  subjects  is  44.3 
years  with  a  range  of  18  years  to  76  years.  The  following  disorders  were 
represented  in  this  sample:  laryngitis  (16  patients),  vocal  nodules  (14 
patients),  unilateral  vocal  fold  paralysis  (12  patients),  vocal  polyps  (10 
patients),  vocal  papilloma  (5  patients),  spastic  dysphonia  (4  patients),  con¬ 
tact  ulcers  (one  patient),  and  undetermined  pathology  (28  patients).  This 
latter  category  included  those  patients  whose  diagnosis  was  not  complete  at 
the  time  of  the  recording,  or  patients  who  had  nc  visible  pathology  of  the 
larynx.  Each  of  the  ninety  patients  recorded  the  vowel  /a/,  and  the  residue 
features  were  measured  using  the  Speech  and  Hearing  Data  Acquisition  System 
(SHDAS) . 

The  perceptual  judgments  of  severity  were  obtained  from  a  panel  of  nine 
speech-language  pathologists.  The  judges  were  instructed  to  rate  the  severity 
of  each  sample  on  a  seven-point,  equal-appearing  interval  scale  where  "1" 
represented  normal  voice.  The  judgment  procedure  was  repeated  on  three  con¬ 
secutive  day . ,  with  the  data  of  tile  first  session  to  he  disregarded  in  subse¬ 
quent  analyses.  The  average  correlation  between  the  second  and  third  sessions, 
across  the  nine  judges,  was  0.90  (range:  0.86  -  0.93).  The  interjudge  reli¬ 
ability,  calculated  with  the  data  obtained  in  the  third  session,  war,  0.55. 

These  numbers  indicate  that  the  judges  were  consistent  between  and  within 
themselves. 

The  analysis  of  the  data  has  just  begun.  One  multiple  linear  regression, 
using  the  six  residue  features  as  predictors  and  the  mean  severity  ratings  as 
the  criteria  ••.,  has  been  r.or-pleted .  The  multiple  •••nrrelation  coefficient  for 
this  analyst  was  0.80,  indicating  that  645  of  the  variability  in  the  severity 
ratings  w as  accounted  fur  by  the  residue  features.  Additional  analyses  to  he 
performed  include  separate  regression  analyses  for  all  combinations  of  the 
residue  features,  significance  tests  to  determine  which  features  contribute 
heavily  to  the  regression,  sol  half  multiple  regressions,  and  a  Multip’n 
discriminant  analysis  of  the  d  tin 

Humber  of  subjects  to  be  studied  before  comp] etion  of  study:  50 _ _ 


Sericus/uneypected  side  effects  in  subjects  participating  in  project:  n/a 

Conclusions:  ~Wh!le  firm"  conclusions  cannot  be  drawn  at  the  present- tTnel  the 
magnitude  of  the  multiple  correlation  coefficient  is  certainly  encouraging. 
The  residue  features  appear  to  provide  quantitative  information  which  charac¬ 
terizes,  at  some  level,  the  functioning  of  the  voice. 

Publications  or  Abstracts,  FY-80:  Hot  applicable  at  the  present  time. 

FUADS  UTILIZED,  f  Y-80:  >408.0'; 

FLUID  I  AG  REC'JIF.C.'-'EITTS,  FY-31  : 
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Work  unit  number:  2S28 


Title:  The  Effects  of  Chronic  Low  Doses  of  Quinine  in  Tonic  Water  on  the 
Electronysagmogram  (.ENG)  in  Humans. 

Principal  Investigator:  Joan  T.  Zajtchuk,  COL,  MC,  USA 

Associate  Investigators:  Michael  J.  Dunne,  CAPT,  MC,  USN,  Rebecca  A.  Merriken, 
Capt,  USAF ,  BSC,  John  S.  Jewell,  MAJ,  MSC.  USA,  Earl  V.  Wilkinson,  MAJ ,  MC,  USAF, 
Susan  G.  Chadwick,  5  Hollis  J.  Nosier 

Starting  date:  5  November  1979 

Completion  date:  31  July  1980 

Status :  Final 

Facility:  Otolaryngology  Service  and  Audiology/Speech  Center,  Walter  Reed  /my 
Medical  Center;  Toxicology  Department  and  Forensic  Pathology,  Department  of 
Pathology,  Armed  Forces  Institute  of  Pathology,  Washington,  D.C.  20012 

Service:  Otolaryngology 

Key  words:  low  dose  quinine,  tonic  water,  electronystagmogram 

Objective:  The  object  is  to  quanitate  the  ENG  response  in  humans  after  daily 
ingestions  of  low  doses  of  quinine  in  tonic  water  over  a  two  week  period. 

Technical  approach:  Four  control  subjects,  nine  test  subjects  drinking  52.5  mg 
of  quinine  in  tonic  water  daily  and  test  subjects  drinking  105  mg  of  quinine 
in  tonic  water  daily  were  tested  using  5  serial  ENG's  on  days  1,3,7,10  and  14. 

ENG  testing  consisted  of  horizontal  and  vertical  gaze  OKN,  tracking,  positionals, 
positioning  bi-thermal  calories  and  fixation  supression  with  interpretation  under 
double  blind  conditions. 

Conclusions:  The  pilot  project  was  completed  using  the  above  test  groups.  All 
controlled  subjects  had  five  normal  ENG's,  and  showed  no  habituation  to  calori 
stimulation.  The  nine  subjects  drinking  52.5  mg  per  day  of  quinine  in  tonic 
water  over  a  two  week  period  showed  no  ENG  abnormalities.  Three  of  four  subjects 
in  the  high  dose  group  (105  mg  per  day)  showed  positional  abnormalities  in  at 
leas  one  ENG.  Random  blood  quinine  levels  cannot  be  used  to  predict  the  inci¬ 
dence  of  symptomatology  or  ENG  abnormalities  in  persons  drinking  chronic  low 
doses  of  quinine  in  tonic  water.  Transient  positional  abnormalities  may  occur 
in  persons  drinking  105  mg  of  quinine  in  tonic  water  daily. 

Number  of  subjects  rp  be  studied  before  completion  of  study:  15 
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. - ious  or  unexpected  side  effects  from  subjects  participating  in  the  project: 
None 

nblications  or  Abstracts,  FY  80:  The  Effects  of  Chronic  Low  Doses  of  Quinine 
n  Tonic  hater  on  the  Electronysagmogram  (ENG)  in  Humans,  is  being  presented 
■ >  a  poster  presentation  for  the  American  Academy  of  Otolaryngology  at  their 
national  meeting  in  September  1980  in  Anaheim,  California.  Additionally  the 
'  r.T.ed  Forces  Institute  of  Fathology  is  presenting  the  data  at  the  Joint  Com¬ 
mittee  on  Aviation  Pathology  in  the  next  fiscal  year. 

i-unds  utilized,  FY  80:  Approximately  $400.00  wort l;  allocated  out  of  the  clinic 
investigation  services  for  consumerable  supplies.  Susan  G.  Chadwick  and  Hollis 
J.  Nosier  had  travel  expenses  funded  for  the  poster  presentation  in  Anaheim, 
California  for  this  fiscal  year. 


::  unding  requirements,  FY  81: 


None 


Date: 

6  October  1980  Protocol  No.:  2529 

Status:  Interim 

Title 

of  Project:  Effect  of  High  Frequency  Sensorineural 
Latency  of  the  Brain  Stem  Response 

Hearing  Loss  on  the 

Starting  Date:  upon  purchase  of 
instrumentation 

Estimated  Completion  Date:  2  yrs.  after 

starting  date 

Principal  Investigator:  Daniel  M.  Schwartz,  Ph.D. 


Associate  Investigators: 

Don  B.  Blakeslee.  HD,  MAJ,  MC 
Roy  K.  Sedge,  Ph.D.,  MAJ,  MSC 
Robert  L.  Henderson,  MD,  COL,  MC 


Faci  hty: 


Dept/ $ vc : 


Army  Audiology  and  Speech 
Center,  WRAMC 


Department  of  Surgery,  Oto¬ 
laryngology  Service 


Key  Words:  Auditory  Brain  Stem  Response,  Wave  V  Latency,  High  Frequency  Hear¬ 
ing  Loss  and  Brain  Stem  Response 


Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost:  $25.00 

FY-80  MEDCASE  Cost: 

Periodic  Review  Results: 

Study  Objective:  To  calculate  the  slope  coefficient  for  predicting  the  degree 
of  latency  delay  on  the  auditory  brain  stem  response  created  by  the  presence 
of  varying  degrees  of  high  Frequency  hearing  loss. 

Technical  Approach:  Auditory  brain  stem  responses  are  recorded  monaurally 
with  surface  disc  electrodes  attached  to  the  vertex  and  earlobes.  Responses 
to  acoustic  clicks  at  60  dB  SL  are  recorded  for  stimulus  rates  of  11.3,  30.3, 
60-3  and  80.3  per  second. 

Progress  during  FY-80:  Mo  progress  has  been  made  on  this  project  since  the 
instrumentation  necessary  to  record  and  store  the  brain  stem  response  data  was 
not  purchased  in  FY-80. 

Number  of  subjects  to  be  studied  before  completion  oY  study:  1QQ 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  n/a 
Conclusions:  'Not  applicable  at  this  time.  ~ 

Publications  or  Abstracts,  FY-80:  Not  applicable  at  this  time. 


WORK  UNIT  HO.:  2529 


FUNDS  UTILIZED,  FY-80:  $25.00  for  gold  disc  electrodes 
FUNDING  REQUIREMENTS,  FY-81 : 

EQUIPMENT:  $35,000  for  a  versatile  microprocessor  based  auditory  brain 
stem  response  unit 

SUPPLIES:  $200.00  for  electrodes,  recording  paper,  electrode  paste 
TRAVEL:  $450.00  to  visit  the  Kresge  Hearing  Research  Lab.  New  Orleans.  LA, 
REPRINTS/PAGE  CHARGES:  $650.00 
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Date:  7  October  1980 


Protocol  No.:  2530 


Status:  Interim 


Title  of  Project:  Test  of  the  Assumptions  Underlying  the  Comparative  Hearing 
Aid  Evaluation 

Starting  Date:  May  1980  |  Estimated  Completion  Date:  December  1981 


Principal  Investigator:  Brian  E.  Walden,  Ph.D. 


Associate  Investigators: 

Facility: 

Army  Audiology  and  Speech 

Joanne  M.  Crowley,  M.A. 

Center,  WRAMC 

Daniel  M.  Schv/artz,  Ph.D. 

t 

Dennis  L.  Williams,  M.A.,  CPT,  MSC 
Michael  H.  Mayer,  MD,  CPT,  MC 

Dept/Svc: 

Department  of  Surgery, 

Otolaryngology  Service 

Key  Words:  Comparative  Hearing  Aid  Evaluation,  hearing  aids,  validity, 
reliability 


Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 

Cost: 

Accumulative  Supply 
Cost: 

FY-8Q  MEDCASE  Cost: 

Periodic  Review  Results: 

Study  Objective:  The  purpose  of  this  research  is  to  test  the  assumptions 
which  underlie  the  comparative  hearing  aid  evaluation  (CHAE).  Among  the  ques¬ 
tions  to  be  answered  are:  a)  Do  clinically  and  statistically  significant 
performance  differences  exist  among  hearing  aids  preselected  to  be  appropriate 
to  the  patient's  hearing  loss?  b)  Does  the  same  instrument  tend  to  be  best 
for  all  patients?  c)  Are  available  test  materials  sufficiently  reliable  for 
use  in  hearing  aid  selection?  d)  Are  the  results  of  a  CHAE  stable  over  time? 
e)  Do  the  results  of  a  CHAE  predict  patient  performance  in  the  real  world? 

Technical  Approach:  Hearing-impaired  subjects  selected  from  the  Aural  Rehabil 
itation  Program  of  the  Army  Audiology  and  Speech  Center  are  administered  a 
modified  comparative  hearing  aid  evaluation  (CHAE)  using  three  behind-the-ear 
instruments.  The  binomial  model  (at  .95  confidence)  is  used  to  determine  if 
significant  differences  exist  among  the  aided  monosyllabic  word  recognition  in 
noise  scores.  In  those  cases  where  the  inter-aid  differences  exceeded  chance 
performance,  two  additional  steps  were  taken.  First,  the  patient  was  allowed 
to  wear  each  of  the  three  instruments  for  an  extended  period  of  time  during 
the  week  following  the  initial  CHAE.  At  the  end  of  this  trial  use  period,  the 
patient  indicated  which  aid  was  most  acceptable  and  which  was  least  acceptable 
Second,  following  the  trial  use  period,  the  CHAE  was  repeated. 


■  (  COfTt  .  y  r  ?530 


Progress  during  FY-80: 

Experiment  "I  -  Initially,  three  electroacoustically  similar  nearing  aids 
were  se'sectea  for  use.  Ail  three  were  appropriate  for  use  with  high  frequency 
noise  induced  hearing  loss.  Of  the  75  total  inter-aid  comparisons,  only  seven 
difference  scores  exceeded  the  .95  confidence  level.  Since  this  number  of 
significant  differences  could  occur  due  to  chance  alone,  there  was  no  basis 
for  concluding  that  any  of  the  differences  among  aids  represented  actual  sig¬ 
nificant  performance  differences. 

Experiment  #2  -  Data  collection  has  begun  on  a  follow-up  experiment, 
identical  to  the  first  in  design,  but  utilizing  three  instruments  that  are 
electroacoustically  quite  dissimilar.  The  three  aids  are  all  housed  in  identi¬ 
cal  cases  and  a  double-blind  paradigm  is  being  employed  to  avoid  subject  or 
experimenter  bias.  To  date,  six  subjects  have  been  run  on  the  follow-up 
experiment.  Of  the  18  possible  pre-trial  inter-aid  differences,  12  exceed 
statistica"  significance.  Ten  of  these,  however,  were  between  Aid  C  and  either 
Aids  A  or  B.  For  the  post-trial  CHAE,  seven  of  the  18  differences  were  signi¬ 
ficant.  Six  of  the  seven  were  between  Aid  C  and  either  Aids  A  or  B.  The  data 
(to  date)  for  the  trial  use  judgments  reveal  that  the  subjective  acceptance 
ratings  were  consistent  with  the  word  recognition  scores  for  11  of  the  12 
significant  inter-aid  comparisons.  That  is,  when  two  scores  were  signifi¬ 
cantly  different,  either  the  aid  that  scored  higher  was  the  most  preferred 
aid,  or  the  aid  that  scored  lower  was  the  least  preferred  aid.  Of  the  seven 
significant  inter-aid  differences  on  the  post-trial  use  CHAE,  four  were  con¬ 
firmed  by  the  subjective  judgments. 

A  comparison  of  the  pre-trial  and  post-trial  CHAE  word  recognition  scores 
revealed  that,  of  the  18  significance  pre-tri-'i  differences,  only  five  were 
replicated  or.  the  post-trial  testing.  From  a  clinical  perspective,  the  aid 
of  choice  on  the  initial  CHAE  (i.e.,  the  highest  score  irrespective  of  statis¬ 
tical  significance)  would  also  have  been  the  aid  of  choice  ers  the  post-trial 
CHAE  for  only  three  of  the  six  patients.  Further,  the  aid  of  choice  on  the 
initial  CHA17  was  the  aid  preferred  by  the  patient  in  four  of  the  six  cases. 

The  aid  o'  hoice  on  the  post-trial  CHAE  was  the  preferred  aid  in  two  of  the 
six  cases. 


Number  of  subjects  to  be  studied  before  completion  of  study:  sO _ 

Serious/unC' pec tud  s i -!o  effects  in  subjects  participating  in  project:  n/c 


Conclusions:  The  following  tentative  conclusions  are  supported  by  the  data  - 

1.  Foi  hearing  aids  preselected  to  be  appropriate  to  the  patient's 
hearing  impairment  (i.e.,  electroacoustically  homogeneous),  the  frequency  with 
which  statistically  significant  inter-aid  differences  occur  does  not  exceed 
chance. 

2.  For  electroacoustically  dissimilar  aids,  significant  inter-aid 
differences  in  word  recognition  occur  frequently.  In  general,  however,  rela¬ 
tively  few  interactions  between  aids  and  patients  are  observed.  Specifically, 
the  same  aid  was  generally  poorest  for  all  patients. 

3.  There  is  not  a  high  degree  of  agreement  between  relative  word  recog¬ 
nition  scores  and  subjective  preference  ratings. 

Publications  or  Abstracts,  FY-80:  Not  applicable. 
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WORK  UNIT  NO. :  2530 

FUNDS  UTILIZED,  FY-80:  none 
FUNDING  REQUIREMENTS,  FY-81: 

EQUIPMENT :  $10,000  for  a  two-channel  diagnostic  audiometer 

TRAVEL:  $607,00  (to  present  results  at  a  national  meeting) 
REPRINTS:  $200.00 
PAGE  CHARGES:  $500.00 
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Care:  30  Sept veer  1  J  T  Protocol  Ac.:  2531  f~  Status:  Interim 


Title  of  Project:  Maintenance  of  Speech  Fluency  Following  an  Intensive 


Stuttering  Ths 

erapy  Program 

Starting  Date:  2  September  1280  I  Estimated  Completion  Date:  31  August  1932 

Principal  Investigator:  Marcia  D.  Bond-Liebertz,  M.A. 

Associate  Investigators: 

Pamela  Silverwood,  M.A. 

Patryce  F.  Thompson,  i . K 
Brenda  W.  Lchsen,  M.A. 

Joyce  Gurevich-Uvena,  M.A. 
Christine  Fair,  M. Ed 

Gloria  Civ  ,  M.A. 

Robert  A.  Prosek,  Ph.D. 

Facility:  Army  Audiology  and  Speech  ; 

Center,  l/RAMC  : 

r 

Dept/Svc:  Department  of  Surgery,  Cto-  ; 

laryngology  Service  i 

1 

i 

i 

i 

Key  Words:  '“tattering,  follow-up,  disfluency,  speech 


Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 

Cost : 

Accumulative  Suoply 

•  /*  r.  r-  r  A  ' 

oOst:  .^ui.60 

.  J 

FY-80  MEDCASE  Cost: 

Periodic  Review  Results: 

Study  Objective:  To  determine  the  extent  to  which  fluency  improvement  is 
maintained  by  adult  stutterers  participating  in  the  Precision  Fluency  Shaping 
Program  during  a  nine-month  period  following  release  from  treatment. 


Technical  A.  prose h:  Ih.rty  stutterers  who  are  p..rtfcip.;ting  in  the  Prevision 

Fluency  Shaping  Program  at  Walter  Reed  will  be  the  subjects  for  this  study. 
Tape-recorded  telephone  monologues  will  be  obtained  from  each  subject  on  five 
occasions:  1)  prior  to  the  initiation  of  therapy  (baseline),  2)  immediately 
after  completing  the  program  (four  weeks  after  baseline),  3)  three  months 
no st- therapy,  4)  six  months  post  therapy,  and  5)  vne  months  pcst-therapy. 
After  giving  permission  to  record  the  monologue,  the  subject  will  be 
instructed  to  speak  for  five  minutes  about  his  speech,  or  his  hobbies,  or 
about  any  topic  that  interests  him  (the  specific  content  of  the  monologue  is 
not  important). 

Two  general  measures  of  fluency,  percent  syl 
syllables  per  minute  (SP.'l),  will  be  obtained  for 
The  improvement  in  each  of  these  measurements  rei 
session  will  be  calculated  for  each  subject  for  each  cost-therapy  recording. 
Aporopriate  statistic's  will  be  applied  to  these  data  to  determine  if  the 
fluency  gains  made  by  tie  program  are  retained  when  the  subject  finishes 
t-*ea  tn.ent. 


tables  stuttered  (%SS)  and 
each  of  the  150  monologues, 
iative  to  the  baseline 


o  s'  n 


(cont.  ) -  #2531 


Progress  during  FY-80:  Data  acquisition  has  just  begun.  Four  subjects  have 
been  recorded  in  the  baseline  and  immediate  post-therapy  conditions. 

Number  of  subjects  to  be  studied  before  completion  of  study:  30 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  n/a 

Conclusions:  Not  applicable  at  the  present  time.  ' 

Publications  or  Abstracts,  FY-80:  n/a 


WORK  UNIT  NO.:  2531 

FUNDS  UTILIZED,  FY-80:  $251.60 

FUNDING  REQUIREMENTS,  FY-81 : 

EQUIPMENT:  Stop  watches  with  independent  reset  capability,  as  per 

original  protocol  (qty,  2;  cost,  $55.00  each). 

SUPPLIES:  Cassette  tapes  as  per  original  protocol  (qty,  88;  cost, 

$4.50  each). 

TRAVEL:  $750.00  (to  present  results  at  a  national  meeting). 


Work  Unit  No. :  2532 

Title  of  Project:  The  Effects  of  Age  and  Brain  Damage  on  Fluid  Intelligence 
in  Aphasic  Adults  with  Lesions  in  Dominant  Hemisphere, 

Principal  Investigator:  Barbara  C.  Sonies,  MA 

This  protocol  has  been  terminated  due  to  lack  of  acceptable  patients  for  the 
project. 


3D1SP0S3T30M 

For  uoo  of  'S i i  form,  nr  AR  340-15,  tKo  propononi  ogonty  i»  TAGCES. 


THRU:  C,  Dept  of  Surgery  FR0M  C,  Transplant  Svc 

/ 

TO:  C,  Dept  of  Clin  Invest 


DAT£  24  Nov  80  CMT1 


1.  Progress  reports  on  the  above  numbered  work  units  are  attached 

2510  -  ALG  . . 

2615  -  Immunological  Monitoring 

2616  -  Graft  Vs  Host  •  Terminated 

2618  -  Intentional  Donor  Specific  Transfusion 

2619  -  Histocompati bi  1  i  ty ,  Antigens  .■  d  Interstitial' Cystitis  , 

2.  The  progress  report  on  :U  2615  is  expaied,  reviewing  the  past  three  years  perfor- 

ul‘.l0Perull-V  serve  as  a  final  report  for  this  work  unit,  established  in 

1977,  which  has  provided  most  of  the  funding  for  transplant  research.  This  year, 
M??S?Iant  immunolo9y  laboratory  work  supporting  the  remaining  approved  protocols 
(ALG,  Transfusion,  and  Thoracic  duct  drainage  -  HSC  approval  pending)  has  been  charged 
to  the  appropriate  work  unit. 

3.  Current  immunological  monitoring  work  bears  little  resemblance  to  the  1977  protocol 
Therefore  individual  protocols  covering  the  seven  aspects  of  present  monitorinci  re¬ 
search  are  being  finalized. for  presentation  and  approval  at  the  January,  1981  C.I.S. 
meeting.  Please  bear  in  mind  that  this  research  is  presently  in  progress  under  the 
expiring  wU  #2615. 


5  Enc 


A.  LIGHT,  MD 
COL,  MC 

Chief,  Transplant  Service 


DA  ,vrr.  2496 


REPLACES  DO  FORM  whiCH  '3  OBSOLETE. 


11  October  1930 


Protocol  No:  2610 


interim  X 


Lute  of  Project:  ALG  and  Kidney  Transplantation 


SuLdioy  D ate :  1973 


Principal  Investigator:  A>  Light 


Associate  Investigators 


stirr  led  Completion  Da te:  Qc sr;  present  adfinn dj 

expires  1982 


Facility: 


Walter  Reed  Army  Medical  Center 


Dept/Svc 


Keywords: 


Immunosuppression;  Rejection;  Rejection  Reverse 


Accumulative  MFD  CASE  I  Accumulative  Contract  j  Accumulative  Supply 

Cost:  None 


FY-SO  MS DC ARE  Cost 


Periocdc  Review  Result: 
(to  ne  filled  in  by  DCJ) 


Technical  Approach:  Transplant  recipients  experiencing  severe  allograft  re 
which  had  fa  ;  I  nd  to  respond  to  stand.;  w!  ant  i  re  -  v;  .ion  there:;  •  received  ALG 
therapy  instead  of  removing  the  kidney.  T  rou.-ti.es  were,  measured  during  t 
ment  sche  Ailed  which  varied  in  length  from  6  t.-  IS  days  and  ‘in  dose  from 
5-30  mg/kg/day . 


o  be  studied  before  completion  of  studv:  Approx.  50 


A  A  ,  >4„ 

U.  OjitC  rS.  a  is  I  OUOjrw,.U 

Conclusions:  Although  original  objectives  of  this  protocol  were  never  achieved, 
useful  original  work  has  beer,  accomplished.  Raw  objectives  identified  altering 
approaches  under  protocol  addendum  during  this  fiscal  year. 

Publications  or  Abstracts,  FYt30:AIG  Reverses  Irreversible  Rejection.  Abstract 
accepted;  ore ornted  Jul-80  to  Transpl  .  Society  Ms  *-:•  he  p'lhlis^nd  Mar  G1 , 
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Progress  (continued) 

ALG  had  been  previously  thought  to  be  effective  only  as  prophylaxis  in  the 
early  post  transplant  period.  We  showed  that  ALG  effectively  reversed  rejec¬ 
tion  episodes  resistant  to  standard  antirejection  therapy.  These  kidneys 
would  have  been  lost  to  rejection  without  ALG.  Our  work  defined  parameters 
when  ALG  should  be  used  for  rejection,  helped  define  duration  of  therapy 
needed,  and  showed  that  monitoring  assays  (performed  under  WU  2615)  failed 
to  predict  a  successful  outcome. 

Work  was  presented  at  the  VIII  International  Transplantation  Congress  in  1980. 
The  manuscript  will  appear  in  the  Transplant  Proceedings,  March,  1981.  Serum 
collected  from  patients  receiving  ALG  is  being  analyzed  for  ALG  levels  and 
will  be  compared  with  T-rosette  levels,  biopsy  or  nephrectomy  pathology,  and 
antibody  eluatas  of  rejected  kidneys  whore  appropriate.  This  will  be  original 
work  and  should  result  in  publication. 

New  work  under  this  protocol  is  detailed  in  the  addendum  submitted  and 
approved  recently.  Briefly  the  thrust  of  that  work  is  to  randomize  cadaveric 
transplant  recipients  into  two  treatment  oroups: 

A.  Prophylaxis  -  ALG  given  for'  20  days  starting  on  the  first  post¬ 
operative  day. 


B.  Nonprophylaxis  -  These  patients  will  receive  ALG  only  if  they 
experience  graft  rejection  and  will  be  treated  for  only  8  days. 

The  hypothesis  is  that  ALG  given  only  for  rejection  will  lead  to  results 
equivalent  to  those  achieved  with  ALG  prophylaxis.  This  type  of  study  has 
not  been  performed  elsewhere  to  date. 

T-rosettes  will  continue  to  be  measured.  They  serve  two  purposes.  Failure 
to  produce  rosette  suppression  with  ALG  may  be  associated  with  a  poor  response 
to  ALG,  whereas  profound  T-rosette  suppression  may  be  associated  with  in¬ 
creased  opportunistic  infection. 


er  : 


^3iBP0S3T3OM  FOiHuVI 

For  us«  of  this  ( sr^n,  •••  AR  340*15,  *h«  proponent  o^*ncy  li  T  XGCEN. 


Termination  of  HU  2615,  Immunological  Monitoring  of  the 
Transplant  Recipient. 


C,  Uept  Surgery pufcj- from  <>,  Transplant  svc 
C,  Clin  Invest  Svc 


date  <iy  sep  80  CMT  1 

COL  Light/fs/61462 


1.  The  above  mentioned  work  unit  is  scheduled  for  termination  30  September  1980, 
unless  an  addendum  justifying  continuation  is  submitted  prior  to  that  date. 

2.  There  has  been  extensive  research  in  nearly  all  areas  specified  in  the  protocol 

which  have  yielded  negative  results  in  general,  documented  in  an  abstract  earlier  | 

:  this  year.  These  results  and  other  unpublished  results  will  be  presented  in  the  ] 

annual  report.  An  additional  abstract  on  monitoring  has  been  accepted  for  presenta-  l 
tion  in  November,  1980,  and  publication  in  1931.  Older  data  is  being  re-examined  using] 
newer  statistical  methods  and  may  be  helpful  'i'n  explaining  the  lack  of  predictability  ; 
of  the  monitoring  assays.  t 

;  3.  Meanwhile  related  work  has  been  initiated  examining  new  culture  techniques  and  | 
jj  new  assays  for  cell  mediated  immunity  and  rejection  activity.  These  tests  look  very 
I  promising.  The  present  protocol  is  being  extensively  revised  and  can  be  submitted 
|  as  an  addendum  in  October  along  with  the  annual  report.  It  will  not  be  ready  by  the 
j  above  mentioned  deadline. 

\ 

4.  Research  conducted  under  the  support  of  this  work  unit  supports  research  under 
Work  Units  2610,  2617,  and  2618.  Request  continuing  support  for  HU  2615  for  one 
month  until  appropriate  addendum  is  created. 


OIWI^VrTnGHT,  MD 
MC 

Chief,  Transplant  Service 


Date:  5  Ncv  SO 

i Protocol  No:  2616 

Status:  Interim 

APina 1} 

nuo  oi  Arojecc: 

v _ ^ 

Starting  Date: 

[Estimated  Completion  Date: 

1930 

Principal  Investigator: 

Annable,  C.R.  COL,  MC 

Associate  Investigators: 

None 


Facility; 

Walter  Reed  Army  Medical  Center 
Dept/Svo  Surgery /Transplant 


Key  Words: 


Accumulative  MEDCASE 
Cost:  None 


Accumulative  Contract 
Cost:  None 


Accumulative  Supply 
Cost:  None 


FY-SO  MEDCASE  Cost: _  None 


Periodic  He  vie  . v  Results: 

(to  be  filled  in  by  DCI) 


■Study  Objective:  GVH  is  the  major  problem  with  bone  marrow  transplantation.  The 
objective  of  this  experimental  animal  protocol  was  to  determine  a  means  of  ob¬ 
viating  this  r-v: poiwe  to  permit  BM  transplantation  across  a  major  histocompati¬ 
bility  barrier 


Technical  Approach:  Uistoincompatiblo  bone  marrow  donors  were  given  recipient 
antigen  at  intervals  prior  to  transplanting  their  bone  marrow.  With  the 
appropriate  antigen  dose  and  timing,  lethally  irradiated  recipients  could  be 


success!7:  ! -y  ocum.i.i  cubed  v;i  La  aHog  vieic  bo  a  narvev.-  vithect  ary  G' 
the  resui  .s  were  promisin'!,  work  was  suspended  when  t'  primary  inve: 
reassigned.  No  abstracts,  publications  nor  final  report  was  written, 


A1 thong 
gator  wu 


Progress  during  FY-SO: 


None 


Funding  utilized,  FY-SO:  $-i,SUG 

Number  of  subjects  to  be  studied  before  completion  of  study:  N/A 

Sorious/unexpected  side  effects  in  subjects  oarticipatinsr  in  project: 

N/A 

Conclusions:  Recommend  termination 


Publications  or  Abstracts,  FY-SO: 


None 


► 


Date:  6  November  1980  1  Protocol  No:  2618 

Status  /''Jntoriuv 

Final 

Title  of  Project:  Intentional  Donor  Specif  ■;  Pretransplant 
Transfusion 


Starting  Date:  ApDroval 

date  [Estimated  Completion  Date: 

1933 

Principal  Investigator: 

Light,  J.A. 

Associate  laves ti gators: 
Kumar,  Oddenino,  Biggers 


Facility: 

Walter  Reed  Army  Medical  Center 


Dept/Svc  Surgery/Transplant 


Ney  Words: 

'  Transplant,  Transfusion 


Accumulative  MEDCASE 

|  Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

i 

FY-SO  MEDCASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  i.  Decrease  incidence  of  rejection  and  improve  long  term 
results  of  transplantation. 

2.  Determine  which  type  of  blood  is  most  efficient. 

3.  Determine  antibody  production  to  T  and  B  lymphocytes  and  red  cell  antigens 
with  the  types  of  transfusion. 

4.  Measure  MIC  and  CML  responses  before  and  after  transfusion. 


Technical  Approach:  Recipients  receive  either  fresh  or  stored  donor  specific 
blood  transfusion  at  two  week  interval '  prior  to  transplantation.  Frequent 
antibody  screens  and  crossmatches  are  performed.  MIC  and  CMC  assays  are  per¬ 
formed  before  and  after  transfusion. 


Progress  during  FY-SO:  jj _ patients  have  been  entered  in  the  study.  Pre¬ 

liminary  observations  suggest  that  both  types  of  blood  are  effective.  Sensi¬ 
tization  rates  may  be  decreased^  by  using  stored  blood  rather  than  fresh  blood.  Th 


will  be  a  signufiran-t-cant-rj bution  si v  aho-ut  4 >'.~o 
Number  of  subjects  to  be  studied  before  completion  of  stud v:  20-30 

f-  reel  pi  eats  a  re  -ser 

.  lt\7  9d  by  the  tran? 

Ssrious/unexpected  side  effects  in  subjects  participating  in  project: 

/fusion  process. 

Conclusions:  None 


253 


Publications  or  Abstracts,  FY-SO: 


hone 


CLi.N.iL.aL  liv  VESTiuA'i  Iuii  FrtObfi.i-; 


>,or-:  >in it.  upj  2618 

Funds  ut.il  ./.rid.  FY-oO: 

funding  Keimcrenents  .  ff-bl:  $19,562.00 

\ 

Personnel :  (name  and  grade) 

Equipment :  (describe  in  detail  including  cost) 

Supplies:  (consumable  ,  animal  purchase  )  consumable;  Sia.400.OO 

Patient  A-  :0.  0 

Travel :  (mission  oriented,  training  and  presents,  tica)  Mission:  fdf  2,  0 

Conference-.  SJCK1 

Other :  (equipment  rentals,  contracts  for  service,  animal,  care  and 

reprints)  Reprints  and  reproduction.:  8500. 00 


MLC,  CML  40  x  $150. 00 
Ab  Screen  SO  x  SC.  00 
Crossmatch  40  x  150.00 


|  D35:POS:iT3D:^  f -onm 

for  j%*  of  tbl*  AR  3-*0-l5,  ?*•  og»»tcy  1*  TAGCEM. 

,  J€'r s  ^£-»CE  C’  Sr-SCL 

wsjscr 

|  HSWP-S0T 

' 

Response  to  Reviewer  Comments 

on  U/U 

2618 

J 

1 

|  T0  C,  Dept  of  Clin.  Invest. 

FRCM  C,  Transplant  Svc 

DATE 

29  Dec  SO 

CMT  1  j 

;  1.  This  protocol  was  approved  in  July  1980  and  details  of  the  work  to  be  performed 
•  are  in  the  referenced  protocol.  Toe  funding  request  for  !9Si  represents  the  costs 
:  the  experimental  studies  to  be  performed.  This  work  v/as  previously  done  under  the 
funding  for  1//U  2615  which  has  now  expired. 

2.  Our  present  plans  are  to  change  our  funding  requests  from  one  large  work  unit 
;  it  was  for  the  past  several  years  under  U/U  2615)  to  specific  funding  for  each  protocol 
!  The  funds  requested  to  support  W/iJ  2613  reflect  that  administrative  change.  Further 
,  description  of  the  specific  funding  requirement  is  attached. 


Cltiei  ,  Transplant  .Service 


Status  winter  im 


Date:  6  November  19S0 


iProtocol  No; 261 9 


Title  of  Project:  Histocompatibil i ty  Antigens  and 
Interstitial  Cystitis 


TTnaT 


Start! ng  Date:  1980 


lEstimated  Completion  Date:  1931 


Principal  Investigator:  Fowler/Light 


Associate  Investigators: 


Key  Words: 


NLA,  cystitis 


Facility: 

Walter  Reed  Army  Medical  Center 
Depl/Svc  Surgery/Transplant 


Accumulative  MEPCASE 
Cost: _ 


Accumulative  Contract 
Cost:  _ 


Accumulative  Supply 
Cost: 


FY-SO  MEDCASE  Cost: 


Periodic  Review  Results^ 
(to  be  filled  in  by  DCI) 


Study  Objective:  jo  determine  whether  patients  with  interstitial  cystitis  have 
a  particular  histocompatibility  profile  which  might  be  associated  with  the 
disease. 


Technical  Approach:  _ patients  were  tissue  typed  for  HLA  -  A,  B,  C  and  Dr. 


Progress  during  FY-SO:  Tissue  typing  has  been  completed.  Data  Analysis  pre¬ 
sently  being  completed.  Work  will  be  completed  in  this  FY. 


Number  of  subjects  to  be  studied  before  completion  of  slud.v:  Study  completed 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  ^  o 


Conclusions: 


Pending 


Publications  or  Abstracts,  FY-SO:  None 


0  7  1 
v  •  t 


CLlOlCftL  i  i”  V'iSTTGA T  lOi:  ?  r< Of'  ••  -• « 

,  o r /.  unit,  up. 2.S"\ 9 

ranc-s  Utilized.  FY-60:  New  Project  -  No  funds  used  in  80 

funding  Requirements  .  PY-bl:  $4,198 

Personnel :  (name  arid  grade) 

Equipment :  (describe  in  detail  including  cost) 

Supplies:  (consumable,  animal  purchase)  consumable:  $3,173  (19 

mission:  $475 

Travel :  (mission  oriented,  training  and  presentation  )  oonference;  §200 

Other :  (equipment  rentals,  contracts  for  service,  animal  care  and 

reprints) 

Reprints  and  reproduction:  $3G-v 


T  n 


j  D3s?osmo^  FO&m 

Far  ul*  af  rh » *  far**!*  ,••  AS  340-15.  fK*  pfpppn*n*  aqnnc-f  »J  TAGCEN. 
1  se^E-it-ce  0*  off'CE  st^bo.  I  iubject 


HSWP-SOT 


C,  Dept  of  Clin  Invest 


'Response  to  Reviewer  of  APR  W/U  £2619 


C,  Transplant  Svc 


DATE  29  Dec  1980  CMT 1 


1.  This  protocol  was  approved  24  June  1980,  but  funds  were  apparently  not  allocated. 
Nonetheless  tissue  typing  studies  were  completed  on  19  patients,  since  the  primary 
investigator  was  leaving  WRAMC  shortly  thereafter.  Twelve  of  these  patients'  typings 
were  included  in  the  statistical  analysis.  A  manuscript  has  been  drafted  and  is 
being  revised  prior  to  submission  for  publication  The  abstract  is  attached. 

2.  Funding  request  submitted  for  FY  31  represents  the  cost  of  the  work  already  per¬ 
formed  in  FY  80  and  nubl ication/presentation  costs. 

VnA  / 


jJ-HWTX FLIGHT,  MD 
COL,  MC 

Chief,  Transplant  Service 


DA  v;r„  2496 


io  FORM  34,  WHIC*  $  OBSOLETE. 


d73 


Abstract 


We  studied  the  histocompatibility  profiles  in  12  Caucasian  patients  with 
convincing  clinical  and  cystoscopic  evidence  of  early  interstitial  cystiti 
There  were  no  statistically  significant  increases  in  HLA  -  A,  B,  C,  or  DR 
in  these  patients  when  compared  with  a  control  population.  Susceptibility 
to  early  interstitial  cystitis  does  not  appear  to  He  associated,  with  KLA. 


Date:  14  Octnher  1  PAD  1  Protocol  No:  ?«na  Status:  Interim  Yy 

Title  of  Px'oject: 

Final 

Relationship  between  Prostatic  Cancer  and 

Excretion  of  Urinary  Cholesterol 
\ 

Starting  Date: 

[Estimated  Comoletion  Date: 

Principal  Invest! 

gacor:  Harry  Y  c>  ,.jong5  phd 

I 

Associate  Investigators: 

David  G.  McLeod,  MD,  COL,  MC,  USA 
Eustus  Nelson,  MD,  CPT,  MC,  USAF 


Facility: 


Dept/Svc  Urology 


Key  Words: 


prostate,  CA  and  non-esterfied  cholesterol 


Accumulative  MEDOASE 
Cost: _ q _ _ 


Accumulative  Contract 
Cost:  n _ 


Accumuiaui vc  Supply 


Cost: 


-0- 


FY-SO  MED  CASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 


To  determine  urinary  levels  of- non-estrified  cholesterol  in  patients  with 
carcinoma  of  the  prostate;  Attempt  to  establish  a  correlation  between 
elevated  urinary  levels  of  N.E.C.  in  various  stages  of  Prostatic  CA,  and 
hopefully  utilize  this  method  as  a  means  to  earlt  diagnosis  of  the  disease, 
and  as  a  prognostic  indication. 

Technical  Approach:  24  Hour  urine  specimens  are  obtained  on  patients  with 

carcinoma  of  the  prostate.  Ho  funds  needed. 


Progress  during  FY-80:  Several  samples  were  obtained  and  sent  to  Howard  University 
but  we  got  behind  due  to  other  protocols. 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 2 

Serious/ unexpected  side  effects  in  subjects  participating  in  project: 


_ N/A 

Conclusions:  None 


Publications  or  Abstracts,  FY-SO: 


None 


Final 


Tills  ox  Project:  jhe  vaius  0f  excretory  urography,  cystography  and  cystoscopy 
in  the  evaluation  of  adult;  women  with  urinary  infection. 


Startin'?  Dale: 


'stimated  Completion  Date:  ComDl  et.ed 


Principal  Investigator:  MAJOR  JACKSON  E.  FOWLER,  JR.  MD,  MC,  USA 


Associate  Investigators: 


Facility:  Walter  Reed  Army  Medical  Center’ 
Washington,  D.C.  20012 

Dept/Svc 


Key  Words : 

_ Urinary  I nfections _ _ _ 

Accumulative  MED  CASE  Acciumilative  Contract 

Cost:  Cost:  _ 


Accumulative  Suooly 
Cost: 


FY-SO  ivIEDCASS  Cost: 


Study  Objective: 


Periodic  Review  Results:^ 
(to  be  filled  i  n  by  D  Cl) 


Cost  containment  of  the  work-up  of  urinary  tract  infections. 


Technical  Approach. 


Progress  during  FY-SO: 

Doctor  Fowler  left  the  Service  in  September  K'SO, so  I  assume  he  completed  this 
project  before  he  left. 


ber  of  subjects  to  be  studied  before  completion  of  study: 


Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 

I  had  nothing  to  do  with  this  project.  I  am  sure  that  Doctor  Fowler  cleared  th 
project  with  Doctor  Stutzrran  to  begin  it. 

Publications  or  Abstracts.  FY  SO:  None 


Date:  October  1980  (Protocol  No:  2812 

Status:  Intern  -n  X  j 

Title  of  Project: 

Human  Chorionic  Gonadotropin  (HGT)  Producing  Cells  in  Seminoi 
Tumors  of  The  Testis:  A  Prospective  and  Retrospective  Correl 

Hictfilnn'/  anH _ Par  nnnea  .  tn _ Thova  rW 

final  j 

j 

matous  Germ  Cell 
ation  with  Tumor 

Starting  (Data:  Mar  1980  Estimated  Completion  Date:  i  ypa- 

Principal  Investigator:  DAVI0  G.  McLEOd,  MD,  COL,  MC,  USA 

Associate  Investigators:  1 

CHARLES  DAVIS,  COL,  MC,  USA 

SUSAN  KERN.  CPT,  MC 

Facility: 

WRAMC 

Dept/Svc  Urology,  Pathology,  AFIP  Genito-urina 

r  ■  ^  ^  *-*  t 

KeyWords: 

Testis  Tumor  (Seminoma) 


Accumulative  MEDCASE 
Cost:  0 

Accumulative  Contract 
Cost:  n 

Accumulative  Supply 
Cost:  n 

FY-SO  MEDCASE  Cost: 

Periodic  Da 
j  (to  be  fille 

view  Results: 

d  in  by  DCI) 

Stucly  Objective: 


To  see  if  there  is  any  correlation  between  HGC  producing  tumors  and  degree  of 
malignancy  'in  sepri nomas. 


Technical  Approach:  We  are  trying  to  collect, for  examination,  tissue  blocks, 
as  outlined  in  the  protocol.  Wo  funds  asked  and  no  funds  needed. 


_  Progress  during-  FY-SO:  Little  progress  has  been  made  as  most  tissue  blocks  are 
in  a  warehouse  at  Fort  Meade,  Maryland,  but  Doctor  Kern  is  pressing  ahead. 


t -i  c c ’ lp _ hi  nctc _ 

Number  of  rxmxkerisxto  be  studied  before  completion  of  said', *50-60 

On-going  . 

Serious/iine:q?ected  side  effects  in  subjects  participating  in  project 

None 

Conclusions:  None  at  present 

Publications,  or  Abstracts, 


FY-SO: 


None 


Date-:  n^.-e-v  'poo 


Toiocol  No  ;  t>ctl  3 


Istntiis:  I  ri  m 


Final  X 


Title  of  Project:  Alpha  fetoprotein  (AFP)  and  human  chorionic 
gonadotropin  (HCG)  producing  ceils  in  non-semi ncmatous  germ  cell 
tumors  of  the  testis;  a  retrospective  correlation  with  serum  AFP  and  HCG  levels 
-tumor  his-to-lony  a:^r-&.spc^»a--to--ihaA5- 


Starting  Data:  25  Mar  fin 


Estimated  Completion  Date: 


JUA. 


Principal  Investigator:  pQWLER,  JACKSON  E.  JR.  MO,  MAJOR  ,  MC,  USA 


Associate  Investigators: 

RAY  E.  STUTSMAN,  MO,  COL.,  MC,  USA 


Facility: 


WRAMC 


Dept/Svo  UROLOGY ,  PATHOLOGY  &  GU  BRANCH  OF 


Key  Words: 


Cystic  tumors 


Accumulative  i.LEDCASS 


Cost: 


JL 


Accumulative  Contract 
Cost:. _ q _ 


Accumulative  Supply 
Cost:  n _ 


FY-SO  1.  LED  CASE  Cost: 


Pcvtoclic  Review  Results-.^ 
I  (to  be  filled  in  by  DCI) 


Study  Objective: 


To  see  if  there  is  any  correlation  between  humor  markers  and  degree  of 
malignancy. 


Technical  Approach: 


Progress  during  FY-80: 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 

Seriouo/unexpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions: 

Compl ete 

Publications  or  Abstracts,  FY-SO: 


None 


# 


Date:  13  October  1980  Protocol  No:  ?R1C, 

Status:  Interim  yyy 

Title  of  Project:  ! 

An  Epdemilogic  Investigation  of  Testicular  Cancer 

linal 

Starting  Date:  ??  Mav  1980  Estimated  Comoletion  Date: 

?  Vear< _ _  _ 

Principal  Investigator:  RAY  e.  STUTZMAM,  fX,  COL,  MC,  USA 

Associate  Investigators: 


Facility:  Walter  Reed  Army  Medical  Center 
Washington,  D.C.  2C'I2 


Dept/Svc  Urol  on'/  Service 


Key  Words: 


testi  tumors 


Accumulative  MEDCASE 
Cost: _ Q _ 


Accumulative  Contract 
Cost: _ q _ 


Ac  earn 'dative  Supply 
Cost:  n 


FY-SO  MEDCASE  Cost: 


-&- 


Periocuc  Review  Results: 
(to  be  rilled  in  by  DCI) 


Study  Objective: 

To  determine  epidemi logical  characteristics  of  testicular  tumor  patients 


Technical  Approach: 


Case/Control  study  -  Interviewing  patients  both  as 
inpatients  and  outpatients.  There  is  no  funding  needed. 


Progress  during  FY-SO: 


Study  is  progressing  well.  Staff  has  been  very  suc- 
portive  and  patients  are  interested  in  cooperating 
with  researchers.  Approximately  20-30  patients  studied  to 

- - -date 


Number  of  subjects  to  be  studied  before  comoleiicn  of  stv.dv: 


llnHa'-orninoH 


Serious/unexpected  side  effects  in  subjects  participating  in  project: 
None 


Conclusions: 


Publications  or  Abstracts,  FY-SO: 


Rone 


I 


Date:  2  5  inon  IPr-Yocol  No:  _ Status : _ Interim  ■; 

^  "  _ Final 

Title  of  Project:  Neovascularization  of  the  Microvascular  Free-flap 


Starting  Date: 


Principal  Investigator:  j .  A.  Chow > '  MAJOR,  MC 


Associate  Investigators : 

H.D.  Peterson,  COL,  MC 
Sp  4  M.  Callahan 


Facility:  Walter  Reed  Army  Medical  Center 
and  Walter  Reed  Amv  Institute  of  P. a s e 

Dept/Svc  plastic  and  Reconstructive  S  r 


Key  Words: 

Neovascularization  Microvascular  Free  Flap 


Accumulative  FiEDCASE 
Cost: _ _ 

FY-SO  MED'  'ASE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results :_ 
(to  be  filled  in  by  DC1) 


vive  despite.  occlusioti  (ligation)  of  the.  feeding  vessels  of  the  flap. 
The  study  is  mission-orientated  because  the  information  obtained  will 
indicate  when.  the  secondary  bone  grafts,  nerve  grafts  or  tendon  graft 
maybe  saf- ly  performed  on  patients  following  successful!  free- flap  av¬ 
erage  for  traumatic  gum-shot  wounds  or  blast  injuries  to  the  lower  ex 
tremity . 

Technical  Approach:  Microvascular  free- flaps  based  on  the  inferior 


eprgas; 


vessels  are  used  for  the  cani.no.  model  cf  this 


Progress  cl. f-ing  FY-SO:  The  results  were  obtained  in  eight  dogs:  primary 
data  indicates  that  the  microvascular  free-flap  may  survive  following 
lipetion  of  the  vessels  at  post-op  twelve  (12)  days. 

Number  of  subjects  to  ba  studied  before  completion  of  study:  60 _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Final  conclusion  may  net  be  drawn  until  completion  of  th; 
study  on  all  canine  models.  The  preliminary  data  is  promising, 


r 


Addendum  to  FY-SO  Annual  Pr 


gress  Report  (  APR  )  for  Work  Unit  -r.- 2501 


Funding  Budget  Justification  for  FT- cl 


This  research  project  was  designed  to  be  carried  out  during  the  latter 
portion  of  FY-30  and  the  entire  portion  of  FY-81,  and  may  possibly  extend 
to  the  first  2  months  of  FY-S2. 

According  to  the  protocol,  neovascularization  (  the  specific  post-operative 
time  intervals  required  )  on  fj  'coessful  microvnscu 1  nr  free  'laps 
of  dogs  will  be  studied,  so  as  to  oo:ain  the  necessary  s ta tis t ica 1 ly 
significant  uata. 

During  FY-SO,  Satisfactory  results  were  obtained  from  the  work  performed 
on  S  dogs.  Therefore,  during  FY-81,  further  research  work  is  necessary 
to  be  performed  on  the  remaining  52  dogs. 

From  the  allocation  on  the  FY-60  Beget  Funding,  consumable  supplies  were 
acquired  for  the  work  on  20  dogs.  (  This  is  the  only  money  or  funding 
spent  on  this  project.)  Therefore,  during  the  FY-S1,  further  funding 
budget  is  necessary  so  as  to  obtain  the  consumable  supplies  for  the 
operative  investigation  of  the  other  40  dogs.  (  This  had  been  previously 
checked  out  with  Mr.  Burton  and  MA.J  Reed,  and  was  considered  to  be  correct. 

The  continuation  of  this  research  project  is  highly  desirable,  because  it 
is  directly  applicable  to  clinical  situations,  and  is  mission  essential  in 
the  surgical  care  of  military  personnel  sustained  with  gun-shot  or  shrapnel 
wounds  of  the  lower  extremities  as  well  as  in  the  management  of  soldiers 
with  open  fractures  of  the  tibia  and/or  fibula  (  motor-cylcle  or  jeep 
accidents  ). 

It  is  planned  that  the  findings  and  conclusions  of  this  clinical  research 
project  will  be  presented  in  the  national  meeting  of  the  Plastic  Surgery 
Research  Council  in  the  Spring  of  15S2. 

Funds  requested:  S3, 930. 


Work  Unit  No  .  :  3 1.  i  3 

Tide  of  Project:  Immunologic  Mechanisms  of  Cutaneous  Reactions  to  Inhalant 

•Vllcr.gaos 

Investigators : 


Principal: 


Richard  D.  deShazo,  M.D. 


Associate: 


H.M.  Dvorak,  M.D. 


Cbj  ectives :  To  define  the  immunologic  mechanisms  responsible  for  untoward 
cutaneous  reactions  seen  with  the  injection  of  inhalant  allergens 

Technical  Approach:  Immediate  hypersensitivity  skin  tests,  punch  skin  biopsy, 
light  and  fluorescent  microscopy,  HAST  IgE. 

Progress  and  Results:  During  the  Last  year  we  have  concluded  the  originally 
initiated  work  in  collaboration  with  investigators  at  FAMC,  extending  our 
observations  -on  the  etiology  of  late  cutaneous  allergic  responses  tc  antigen. 

This  protocol  has  involved  the  use  of  and  anf ihistimines  and  aspirin 

in  an  attempt  i.o  block  the  late  cutaneous  allergic  response.  In  addition,  we 
have  observed  the  effects  of  th«3e  antihistamines  or  insulin  reactions;  which 
we  are  studying  under  a  separate  protocol.  The  work  of  last  year  has  been  extended 
by  observing  the  histology  of  blocked  late  cutaneous  reactions  using  punch  biopsy 
and  1  micron  stain  sections.  These  sections,  obtained  cn  Z  patients, 

that  reactions-  which  appeared  to  bo  blocked  clinica3.1y  by  connor.  antihistamine 
combinations,  are  indeed  blocked  histopathologi.cally  as- veil. 

To  summarize,  during  this- protocol  \:e  have  beer,  able  to-  establish  that  lata 
in  time  dermal  reactions  t:o  antigens  which  occur  after  intradennal  injection  of 
ragweed  are  IgE-mediated,  These  reactions  nay  be  blocked  by  combinations  of 
and  antihistamines.  We  have  further  established  that  histamine  itself  is 
unable  to  induce  such  late  reactions.  Therefore,  a  pharmacologic  mediator  other 
than  histamine  appears  to  be  acting  either  alone  or  in  conjunction  with  histamine 
at  histamine  receptors  to  provide  the  vasopermeability  event  necessary  for  sub¬ 
sequent  late  reactions.  Since  aspirin  has  no  effects  on  these  responses,  the 
ii.utor  is  probably  not  prostaglandin.  These  important  findings  form  the  basis 


for  further  rt  -••-.r.V'.  ii  being  carried  on  by  a  number  of  in.  <  ?t  igatcr ;  *:o  further 


tl 


characterize  IgE-mediated  late  in  tine  reactions. 


Funding  Requirements  for  FY  81: 

The  principal  investigator  for  this  protocol  has  left  service  and  therefore 
the  protocol  is  to  be  terminated  at  this  time. 

Publications: 

1.  deShazo  RD,  Levinson  HI,  Dvorak  H>I,  Davis  RW.  Late  phase  skin  reaction. 

J  Immunol  122:692,  1979. 

2.  Smith  JA,  Mansfield  LE,  deShazo  Rd  kelson  HS .  An  evaluation  of  the  pharmacologic 
inhibition  of  the  immediate  and  late  cutaneous  reaction  to  allergen.  .J  Allergy 
Clin  Immunol  65:119,  1980. 

Presentations : 

Presentations  were  made  on  the  basis  of  the  work  at  the  American  Academy 
of  Allergy  in  1979  and  in  1980. 

Complications :  None 
Type  of  Report:  Termination 


Date:  20  October  1980 


Protocol  No: 814 


Inter: in  y 


-----  Oi  ioroject:  Neurophysiologic,  Immunologic  and  Biochemical 
Aspects  of  Bronchial  Asthma. 


DaterS  March  1977 


’sfimafed  Completion  Date.  nct-0>,pr  1981 


Principal  Investigator:  Laurie  J.  Smith,  M.D . 


Associate  Investigators: 

Richard  Evans  III,  COL  MC 
Richard  Summer s,  LTC  MC 


Facility:  Allergy-Immunology  Service 


Dept/Svc 


Accumulative  MED  CASE 
Cost: _ _ 


FY-SO  MEDCASE  Co. 


Accumulative  Contra: 
Cost: 


Accumulative  Supply 
Cost: 


Study  Oojective:  To  characterize  a  group  of  atopic  asthmatics  by  their  alpha  and  ' 

beta  adrenergic  as  well  as  cholinergic  responses,  looking  in  particular  for  a 
cholinergic  imbalance. 

Technical  Approach:  All  patients  will  have  extensive  initial  allergy  workup  includin'- 
skin  testing  to -inhalant  allergens  and  an  antigen  bronchial  challenge.  The  following 
‘tests  will  be  performed  at  NTH:  1)  Oral  aspirin  challenge;  2)  Eccrine  sweat  responses 
to  saline  mecho.lv  1  :;d  propranolol;  3)  Tup  i  Home  try  to  measure  pupil  rev.  no  ns  as  t.o 
Carhschol  and  Phan  yj.ee brine;  4)  Response  of  cyclic  nucleotides  to  intravenous  in’) actions 
of  very  low  dopes  of  isupial.  The  following  tests'  w  ill  hr:  performed  at  VT:AMC  Allergy 
Clinic:  1)  M*  -.holyl  bronchial  challenge  with  air  and  he/i:2;  2)  Histamine  bronchial  ch.-ii 
lenge  with  air  and  He/02.  Note:  Certain  equipment  must  be  expanded  and  modified. 


me  a 


Progress  duri: r,  EV-80:  Wo  have  excluded  our  stud;  roup  inc’.'-.  s  parent?  of  sklY  •• 
with  cystic  fibrosis,  7r  patients*  t’r  intr  nsic  as'.Ya,"  5  patients  with  allergic  rhir.i  i-i 
■and  1G  noaallergic  normal  control  and  23  aLlergic  asthmatics.-  These  subjects  have  all 
undergone  studies  of  alpha  adrenergic  and  cholinergic  nercous  system  and  some  have  under¬ 
gone  studies  of  beta'  adrenergic  nervous  system.  . 

30  more  asthr.M  ties  are  i  r,  be 

- sAliiLidi — 2  troii-  v;  1)  a  1  \  c*. r > - 

■  umber  of  subjects  to  be  studied  before  completion  of  study:  .isthma,  2)  exercise  asthma 

t-rio’ds/ unexpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions : 


In  summary: 

1)  Allergic  asthmatics  show  increased  sensitivity  to  alpha  adrenergic  and 
cholinergic  stimulation  and  decreased  sensitivity  to  beta  adrenergic  stimulation, 

2)  Intrinsic  asthmatics  show  these  defects  similarly  but  to  a  greater  degree. 

3)  Patients  with  cystic  fibrosis  and  their  parents,  with  and  without  asthma, 
also  demonstrate  these  abnormalities. 

4)  These  studies  suggest  autonomic  nervous  system  abnormalities  are  not  enough 
alone  to  result  in  bronchial  asthma. 

5)  There  have  been  no  serious  or  unexpected  side  effects  or  complications  in 
subjects  participating  in  this  study. 

Publications  or  Abstracts,  FY-80: 

1.  Abstract:  Autonomic  nervous  system  dysfunction  in  patients  with  cystic  fibrosi 
L.  Smith,  M.  Kaliner,  P.  Davis,  J.  Shelhamer.  V.  Hubbard,  ,J.  Allergy  Clin,  jmmunol. 
65:217,  1980. 

2.  The  cholinergic  nervous  system  and  immediate  hypersensitivity  II.  An  analysis 
of  pupillary  responses.  L.  Smith,  J.  Shelhamer.  T.  Kaliner,  accepted  for  publica¬ 
tion,  J.  Allergy  Clin.  Immunol. 

3.  Autonomic  nervous  system  abnormalities  in  allergy,  asthma  and  cystic  fibrosis. 
Michael  Kaliner,  James  Shelhamer,  Pamela  Davis,  Laurie  Smith,  J.  Cray  Venter, 
accepted  for  publication,  Annals  of  Internal  Medicine. 

4.  Abnormal  adrenergic  responsiveness  in  allergic  subjects:  analysis  of  isopro¬ 
terenol-induced  cardiovascular  and  plasma  cystic  AMP  responses,  J.  H.  Shelhamer, 

D.  D.  Metcalf,  L.  J.  Smith,  and  M.  Kaliner,  J.  Allergy  Clin.  Immunol.  66:52-61, 
1980. 
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t  rk  unit  1,0  .  :  3144 

runes  utilized.  t7i'~50:  $800.00 

usi.u^rements  .  fi'-cl:  $1700.00 
Personnel :  (name  ana  grade)  No  additional  requirements. 

clauiDment :  (describe  in  detail  including  cost  )No  additional  requirements 

Supplies :  (consumable,  animal  purchase)  No  additional  requirements 

'Travel :  (mission  oriented,  training  and  presentation)  $] 000. 00 

Other :  (equipment  rentals,  contracts  for  service,  animal  care  and 

reprints)  $700.00 


Work  Unit  No.:  3146 


Title  of  Project:  Immunotherapy  Kit  Potency  Persistence 
Investigators: 

Principal:  Richard  J.  Simmers,  M.D.  LTC  MC 

Associates:  Richard  Evans  III,  M.D.  COL  MC 
Michael  S.  Edwards,  CPT  MSC 

Objective:  The  study  is  designed  to  determine  the  persistence  of  biological 
potency  of  allergy  extracts  during  shipment  and  use. 

Technical  Approach:  RAST  (Raxlioallt  igosorfcent  Test )  will  be  performed  to 
—  ~  determine  potency  persistence. 

Progress  Jx  Results:  The  extracts  have  been  shipped  and  returned.  Aliquots 

are  being  taken  at  intervals.  Final  results  are  awaiting 
standardization  of  RAST  inhibition. 

Conclusions:  No  conclusions  can  be  made  until  all  results  are  in. 

Funds  Utilized,  FY-78:  $500  of  estimated  total  cost  of  protocol. 

Funds  Utilized,  FY-79:  $500  of  estimated  total  cost  of  protocol. 

Funding  Requirements,  FY-80: 

Personnel :  One  GS-7  technician,  currently  employed,  2  weeks/ year 
Equipment:  No  new  equipment  is  required 
Supplies:  Consumable  -  needles,  syringes  and 

RAST  testing  $4,000.00 

Travel:  None 

Total  $4,000.00 

Riblications:  None 
Type  of  Report:  Interim 
Addendum : 

Principal  Investigator:  Richard  J.  Simmers,  M.D.  LTC  MC 
Associate  Investigator:  Richard  Evans  III,  M.D.  COL  MC 
Associate  Invest igator :  Michael  S.  Edwards,  CPT  MSC 


r\  f"  -? 


WOE-D'.'.! 


V.ORK  UNIT  w  3146 


TITLE  OF  PROJECT:  Lmmotherapy  Kit  Potency  Persistence. 


Tf 


PRINCIPAL  IW! IGATOR :  Richard  J.  Sinners,  LTC  MC  _ 

DATE  OF  APPROVAL  AT  WMMC: _ 26  April  1977 _ _ ___ 

DATE  OF  ATP;.  SVAL  ;il  OTO.I  (NOT  RETIRED) _ 

COPY  OF  ANSL.VL  PROGRESS  REPORT  FY-79  IS  ciTTAQifx):  YES 


ADDENDUM:  Oont  Lunation  of  this  protocol  is  desired.  It  -vas  not  possible  to 
ccraple.  e  standardization  of  HAST  inhibit  ton  during  FY-80  cue  tc  lack  of 
standards  Iran  Bareau  of  Bicicgics  az  FDA.  ISbpefuliy  these  will  tec  me 
available,  during  FY-bl  and  the  project  c::.i  bo  <vi;T.'l  .ted  ever  the  j;e: 


6-9  months.  An  increase  in  funding  is  requested  1xjc.su se  the  price  per 
RAST  inhibition  is  now  up  to  ip400. 


i 
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DlSPOSmOM  FOiF?3V1 

For  uk«  of  th(t  fo»f%  AR  340-1 tK*  proponent  og*ocy  J*  TAGC2N* 


REFERENCE  OR  OFFICE  Sr*BOL 


HSWP-QA.I 


ermination  Request  for  Work  Unit  #3147 


T0C,  Clin  Irtv  Svc 


fromC,  Allergy- Irammo  Svc  date 30  July  1980  cmt  i 

Dr  Evans /m.i/6-1853/4 


1.  This  is  a  termination  request  for  Work  Unit  #3147  entitled:  "Hymenoptera  Vencn 
Safety  and  Efficacy  Evaluation  as  Allergen  Lmmotherapy  in  Insect  Sting  Allergy 
Patients." 

2.  Insect  venoms  for  diagnostic  and  treatment  of  insect  sting  allergy  were  approved 
for  use  in  the  general  population  in  April  1979. 

3.  '-fe  h.rve  continued  to  follow  approxiriately  14  patients  in  this  protocol  with  spe¬ 
cific  IgU  and  IgE  antibody  -iter  until  the  beginning  of  this  calendar  year.  These 
patients  continue  to  receive  insect  vencm  iirmunotherapy  but  this  treatment  is  not 
considered  investigative. 


/?  r  jy 

A  y  y  —  A 

RICHARD  EVANS  III,  M.D. 

COL,  MC 

Chief,  Allergy-Clinical  Limnology  Service 
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Date: 


.14  Or:  ?Q 


1  Protocol  No;  3147 


Status:  Interim 


Final 


Titl-s  of  Proj  Hyr.er.ap  tera  tenon  Safety  and  Efficacy  Evaluation  as  Allergen 

Immunotherapy  in  Insect  Sting  Allergy  Patients. 


Starting:  Dale: 


(Estimated  Completion  Date: 


Principal  Investigator:  Daniel  A.  Ramirez,  MAJ  MC 


Associate  Investigators: 

Richard  Evans  III,  COL  MC 


Facility:  Walter  Reed  Army  Medical  Center 


Dept/Svc  Clinical  Investigation 


Key  Words: 


Accumulative  MED  CASE 
Cose: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost: 

FY-S0  i.IEDCASE  Cost: 

• 

Periodic  Re 
j  (to  be  fills 

view  Results: 

d  in  by  BCI) 

Study  Objective:  To  establish  the  safety  and  effectiveness  by  hymenoptera  venom 
preparations  :i.n  the  prevention  of  anaphylactic  reactions  following  hymenoptera 
stings. 


Technical  Approach: Patients  with  history  of  having  systemic  reactions  toll  wring  a 
hymenoptera  sting  ..re  evaluated  by  skin  testing  using  a  skin  test  titration  tech¬ 
nique  from  1C  ^  ug/i.il  tip  to  1  itg/r.il.  Concordant  venom  PAST  titers  are  also  obtained, 
Routine  chemistries,  Cliff,  with  sedimentation  rate  urinalysis,  C3,  C4. 
specific  titers  of  TgE  and  IgC  have  been  followed  every  3  months. 


7 ANA  and  venom 


Progress  during  Fa-30:  Of  the  14  selected  patients  for  venom  imrauno therapy,  19  patient:, 
have  rtoved  from  the  area  and  are  no  longer  in  the  study.  These  patients  are  on  clinic.':! 
allergy  treatment  with  licensed  materials.  Five  patients  who  had  reached  the  100  ug  of  j 
venom  oer  month  continue  attending  to  periodical  follow  up  visits  as  to  11  Oct  80 .  (covifci); 
Number  of  sublets  to  he  studied  before  comnletion  of  stud":  Completed  30  July  IS30 


Serious/ur.e.'cpecced  side  effects  in  subjects  participating  in  project;No  patients  have  experienced 

a  svsrenic  reaction;  no  abnormalities  of  the  laboratcrv  parameters  have  thus  far  been  - 

- - : - - - - - - - : - ___  detected, 

ConCiUSiOnsv^y^^ngpcgT-j  venom  extracts  have  so  far  been  shown  to  be.  safe  for  use  in 
immunotherapy.  Efficacy  in  preventing  anaphylactic  reactions  upon  subsequent  stings 

has  also  been  demonstrated.  The  specific  IgE  titer  increased  with'  immunotherapy’  in 
j-iarcx inatelv  half  of.  the-vat bents  and  the  specific  TgC,  antibody  increased  with  immune,- 

Publications  or  Aostracts,  fY~80:  k  , 

tnerap”  an  all  patient'.. 


See  continuation,  sheet 


Progress  during  FY-80: 


The  protocol  was  terminated  30  July  1980.  On  18  August  1980  an  FDA  insnector 

reviewed  this  project.  No  significant  deficiencies  were  found. 

Publications  or  Abstracts,  FY-80: 

1.  Ramirez,  D.A.  and  Evans  III,  R:  The  diagnosis  of  Hymenoptera  hypersensitivity 
J.  Allergy  Clinical  Immunol.  (Abstract). 

2.  Ramirez,  D.A.  and  Evans  III,  R:  The  diagnosis  of  Hymenoptera  hypersensitivity 
J.  Allergy  Clinical  Immunol.  In  press  1980. 

Presentations : 

1.  An  abstract  for  pt-c. .citation  by  Dr.  Ramirez  of  part  of  these  data  regarding 
diagnosis  has  been  accepted  for  the  icientific  section  of  the  American 
Academy  of  Allergy  meeting  in  M-’tch  '/ 9. 

2.  An  abstract  for  presentation  by  Dr.  Evans  of  part  of  these  data  regarding 
treatment  has  been  accepted  for  a  scientific  workshop  of  the  American 
Academy  of  Allergy  meeting  in  March  1079. 

3.  Presented  to  Penn  Allergy  Society  June  1980. 

4.  Accepted  for  presentation  AACIA,  Las  Vegas,  Nevadja ,  November  1980, 


4k 


Principal  Invest! 


Associate  Investigators: 

RICHARD  EVANS  III.  COL  HC 
CONSULTANT:  ARNOLD  I.  LEVINSON 
UNIVERSITY  OF  PENN 
PHILA . .  PA 


Facility: 


Key  V/orcls: 


Accumulative  LIED  CASH 
Cost:_ _ 


FY-SO  MEDCASJE  Cost: 


Dept/Svc 


WALTER  REED  ARMY  MEDICAL  CENTER 


ALLERGY  -  IMMUNOLOGY  SERVTC2 


Accumulative  Conirac 
Cost: 


_ _ _ _ Periodic  jReview  Results: 

'  (to  be  filled  in  by  DC!) 


Study  Objective;  '  . . . .  " 

The  purpose  of  this  studv  is  to  further  delineate  the  immunolccic  imbalances  foun 
in  ato.oic  dermatitis  and.  to  s.t.udv .the  cellular  regulation  of  Jc~  in  t.hi s  patient. 

population.. 


Technical  Apr- one’e: 

Peripheral  b) c.od.nor.onuo :  ear  colh.  from  both  normal  and  atonic  dermal. itis  patients 
were  cultured  for  1  hour  -ith  a  B  .drenercric  auonist  (Isuorel) .  B  adreneraic 
antagonist  crooar.olol)  aloha  ad-.' anoretic  aconist  (chenvlerhrir.e)  ,  aloha  antaoonist 
(atropine)  or  aroinoohvll  i.ne.  A'!. or  an  hour's  incubation  with  these  no  ants  the  cells 


were  then  washed  and  lvmohocytw  .boopulat.ions  were  d..h.-. .  .-.lined .  The  resultino 
technique  us"c;  for  characteriri:;:.  these  subpopula f ions  consisted  of  risir.a  C/RBC 
sensitized  w:i  th  either  rabbit  IqN  or  rabbit  lc?c  anti  0\  :3C  to  identify  Tu  (helper 
cells)  or  T  (suppressor  cell)  respectively. 

In  addition,  we  have  developed  a  sensitive  assav  for  the  measurement  of  e>: '•  tome]  v 
lew  levels  of  I art:  bv  a  modification  of  the  Phadibcp  left.  PRIST .  This  direct  radio- 
labelled  anti  IaE  (DE^  specific)  antibody  obtained  from  the  phadibas  IcrE  EAST  for 
the  less  specific  PRIST  anti  Ic?E  I225.  This  method  proved  useful  in  ouantitatincj 
in  vitro  IcE  synthesize  by  human  blood  mononuclear,  cells  after  7  cavs  in  culture 
with  or  without  ookeweed  mito ren  stimulation. R 


ibnopula  ..ion; 


r  o  els .  i  .  .'ii  i'ico .. 


:ecr.n i-Tue  us'x;  ror  cnaracteri^i;v:. 


Proaress  durina  FY-80: 


This  decrease  could  be  reversed  with  orior  incubation  with  atrooine  before  the 
addition  of  methacholine.  In  the  atooic  'ermatitis  oooulatiorv  studied  there 
was  no  chanae  in  the  levels  of  T  cells  after  incubation  with  anv  of  the  above 
aaents. 

Our  new  sensitive  method  for  the  measurement  of  IaE  has  been  found  to  be  sensitive 
to  40  oh/ml  of  IaE  and  reoroducible  with  different  lot  numbers  of  reaoents.  The 
coefficient  of  variation  amona  multiole  exoeriments  was  11%  at  220  ca/ml  of  lab 
and  21%  at  40  av/ml  of  IdE. 

This  new  method  allowed  us  to  ;  .uantifv  in  vitro  IaE  synthesized  bv  human  blood 
mononuclear  cells.  Atooic  ratients  were  ■'•'"ind  to  sv si  ze  sianif icantlv  more 
IaE  mail  normal  subiects.  The  additon  .  .okewet.r  miv.  ".n  to  the  cultures  did  not 
sianif icantlv  enhance  IaE  synthesis  bv  either  the  atooic  or  non-atooic  cells. 

Conclusions : 

Atooic  dermatitis  mav  be  related  to  a  B  aareneraic  blocade. 

In  addition,  we  have  found  that  atooic  oatients  were  found  to  synthesize  sianif i- 
cantiv  more  IaE  than  normal  subiects.  IaE  synthesis  in  either  normal  or  atooic 
calls  was  not  simulated  in  the  immunolocic  aberrar.cies  and  cellular  reaulation 
if  IaE  in  atooic  dermatitis  will  be  carried  out  at  a  different  institution. 
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Date:  i /.  /v- * 


1  Protocol  No: 


jCf  .  T  ”  » 


litis  of  Project:  Al-lergic  Disease  Center 

Study  of  Hyner.optera  Venom  as  an  Agent  for  Diagnosis 


Final  x 


Scarfing  Dale: 


(Estimated  ComnletLon  Date: 


Principal  Investigator:  Richard  Evans  III,  COL  MC 


Associate  Investigators: 
Michael  S.  Edwards,  CPT  MSC 


Facility: 


Walter  Reed  Army  Medical  Center 


Dept/Svc  Clinical  Investigation 


Key  Words: 

Ac  cumulative  SEDCASS 
Cost: _ 

FT-SO  MEDCASS  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results:^ 
(to  be  filled  ia  by  DCI) 


Study  Objective:  To  establish  the  effectiveness  of  hymenoptera  venoms  as  testing 
agents  in  making  the  diagnosis  of.  insect  sting  allergy. 


Technical  Approach:  Patients  With  a  history  of  allergic  reactions  to  hymenopter? 

stings  were  ski..  tested  with  the  commerci-lly  available  -bole  body  extracts  and  wit 
insect  venoms  using  a  skin  test  titration  of  10-3  ug/ml  up  to  1  ug/rul.  Venoms  from 
Honey  See,  Yellow  Jacket,  Yellow  Hornet,  White  Paced  Hornet  and  Wasp  were  provided 
bv  the  HI  AID ,  H'Ai.  Catalog  was  A  (A  A'- 1 6  35  .•  -  -902-5&-5 ,  •  r  e>;  lived  _  to'-wni  ar  i;j  7J .  '•'c-'v-.m 
'■•ate'’’als  were  given  FDA  approval  for  hucaa  use  in  April  19/-9.  iftese  mu'. et iaJ. r.  na 
therefore  not  been  investigative  since  that  date. 

Progress  during  FYf-SO:  395  patients  nave  been  skin  tested  with  insect  venoms. 

3  grades  with  positive  skin  test  reactions  have  been  identified;  1)  systemic 
reactions,  2)  large  local  reactions,  3)  either  of  above  with  patients  previously 

_  -r.-.  i--.a  ..-i-w  v'.oi^  body  extracts. _ _ _ _ 

i.'umbrr  of  subjects  io  be  studied  before  completion  of  study:  Completed  30  July  1930 
SArious/ur.-vpected  side  effects  in  subjects  participating  in  project: 

Conclusions:  Direct  skin  tests  with  insect  venoms  clearly  separate  patients  witn  a 
hist-my  of  previous  systemic  reaction  from  the  control  population.  Patients  with 
a  history  of  large  local  reaction  to  an  insect  sting  have  positive,  direct  r.ki n  tesla 
'.•■•non  with  a  surprisingly  large  frecuency.  Consider  able  cross  react:  j  .  i  ly  or  (coni 

Publications  or  Abstracts,  Fi'-S0:  '  none 

multiple  sensitivity  was  found  to  the  insect  venoms  of  .ha  vespi  Is  (yellow  jacket 
and  hornets).  There  is  also  an  unexpectedly  high  inc  idcu-o  of  posi  i  -•  ye  nk  i  i\  tests 
to  venoms  in  the  previously  whole  body  extract  *  re.. ter  g:  out.- .  It  J  c  concluded 
ti-.t  akin  teats  with  venoms  alone  dr  nor  id.nt  > «,  ch-  oar  ion:  at  risk  for  a  sul>- 
T..-/:'.t  systemic  reaction. 


r  r-  f 
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Date:  i  5— 10— -S  i  ! Protocol  No;  ns? 

Status:  Interim 

Title  of  Project:  Factors  affecting  theophylline  half  life 

Final  X 

Starting  Date:  [Estimated  Completion  Date: 

Principal  Investigator:  paul  F.  Walker,  maj  mc 

Associate  Investigators: 

Rodolfo  Bong iovanni ,  CPT  MSC 
Richard  Evans,  COL  MC 


„  Allergy  Laboratory 

r  C.C1  lty.  [jepr  ,  of  Clinical  Investigation 
Biochemistry  Lab. 


Dept/SVC  ^eP;!  rtment  of  Clinical  Investigal: 
Allergy  Clinic 


Key  Words: 

Aminophyl 1 ine ,  Solu-medrol,  terbutalir.e,  clearance,  phar.-scok  inet  ics 


Accumulative  jMEDCASE 
Cost: 


Accumulative  Contract 
Cost:  N'/A 


FY-SO  3MEDCASE  Cost:  S3. 7 50 


Accumulative  Supply 
Cost:  S7.500 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


;  Study  Objective: 

Determine  variations  of  biologic  half-life  of  theophylline 
emparing  values  obtained  following  intravenous  infusion  of  theophylline  in 
normal  volunteers  and  asthmatics  under  various  clinical  status  and  treatment 
program. 


Technical  Approach:  Pharmacokinetics  studies  will  be  carried  out  on  a  norma! 
population.  The  patient  population  will  be  studied  under  conditions  of 
clinically  stable  and  acute  asthma. 


Progress  during  FY-80:  The  normal  volunteer  population  have  been  completed. 
Seven  patients  were  studied  under  conditions  of  clinically  stable  and  acute  asti 


Number  of  subjects  co  be  studied  before  completion  of  study;  None 
Surious/vnexpected  side  effects  in  subjects  participating  in  project:  hTone 


Conclusions: 

In  all  cases  so  studied,  there  is  no  difference  in  the  rate  of 
clearance  and  in  the  T  \  3eta. 


'.ma 


Publications  or  Abstracts,  FY-SO: 


None 


Date: 


10  October  1930  1  Protocol  No:  3154  (Status: 

Title  of  Project:  Evaluation  of  Prostaglandin  Secreting  Suppressor - 

Cells  in  Cancer  Patients.  •  WRAMC  #7S02. 


Interim 


Starting  Date:  14  Apr  78 


Estimated  Completion  Date:  1  October  1081 


T-.  .  -it  «  t  Cynthia  H.  Ewel,  1LT,  MSC 
Priacxoal Investigator:  _  ,  ,  .1,,  >Tr, 

_  *  °  Antnonv  J.  Deutsch,  MAJ,  MC 


Associate  Investigators: 

Barbara  Bongiovanni,  BS 
Sonnya  Londono,  BS 


Faciluy:  WRAMC 


Immunology  Experimental  Lab 
iDepu/Svc  Allergy-Immunology  Service 


ivey  Words:  Hodgkin's  Disease,  prostaglandin,  antioxidant 


Accumulative  P.IEDCASE 
Cost:  NA 

Accumulative 
Cost:  NA 

Contract 

Accumulative  Luo  ply 
Cost:  $36,673.72 

_  _ 

FY-80  MED  C:\Suv  Cost: 

NA  I 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Srudy  Objective: 


To  confirm  ho  presence  of  previously  reported  prostaglandin  producing  cells  capable 
of  suppressing  cell  mediated  immunity  in  patients  with  Hodgkin's  Disease  (KD)  and 
establish  their  in  vivo  and  in  vitro  sensitivity  to  a  prostaglandin  (PG)  synthetase 


inhibitor  (Lndomethacin)  and  certain  inhibitors  of  toxic  oxygen  metabolite  production 
Technical  Approach:  (catalase  and  ^-tocopherol)  ; _ ; _ _ 


In  vitro  lymphocyte  cultures  were  set  up  with  the  mitogen  PHA  with  and  without 
indomethacio.  Cocultures  were  also  done  with  indomethacin  and  catalase  or 
a-tocopherol.  Delayed  hypersensitivity  skin  tests  were  performed  to  screen  for 
anergy. 


Progress  during  FY-80: 

Peripheral  blood  mononuclear  cells  from  10  patients  with  Hodgkin’s  Disease  were 
stimulated  in  culture  with  the  mitogen  PHA  in  the  presence  of  the  (see  attached  sheet) 

Number  of  subjects  to  be  studied  before  completion  of  study:  13-20 _ _ 

Eerious/uaexpected  side  effects  in  subjects  participating  in  project:  . 


Conclusions:  Abnormal  lymphocyte  proliferative  responses  seen  in  Hodgkin's  Disease 
may  result  in  part  from  the  excessive  production  of  toxic  oxygen  metabolites  as  well 


•' s  prostaglandin.-;  by  adherent  cell  populations. _ _ _ 

Ivnlicatiorn  or  Abstracts,  bx-t>U:  Evidence  for  the  involve 
Toxic  Oxygen  Mu'  diolitc.  in  the  Lymphocyte  Dvs  function  ol 
for  publics*' on). 


ment  of  Monocyte  -  Deri  ved 
Wo. ’vicin' «  L:  ■’•'so.  fSuhm 


.!( 


(continued  from  front  sheet) 

prostaglandin  inhibitor  indomethacin  and  the  antioxidants  catalase  or  ^-tocopherol. 
Patient  lymphocytes  showed  significant  increases  in  PHA  induced  proliferation  at 
all  PHA  doses  when  cultured  with  indomethacin.  Further  augmentation  of  lympho¬ 
cyte  proliferation  was  achieved  with  the  addition  of  catalase  or  a-tocopherol  to 
indomethacin  in  the  culture  system.  The  increase  in  proliferation  was  greatest  in 
patients  with  more  depressed  PHA  responses;  and  was  abrogated  by  removal  of  ad¬ 
herent  cells  from  the  culture  system. 
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Data:  10  Nov  SO 


liVoioeo!  No:  3155 


iSiotus: Interim  XXX 


Final 


Title  of  Project:  Evaluation  of  Suppressor  Immunoregulatory 

Cells  in  the  PatUogensis  of  Deficiency  Disease. 

Starting  Date:  13  March  1078  tsstixnated  Comuletion  Date:  1  October  1981 

Cynthia  N.  Ewel,  1LT  MSC 

Principal  Investigator:  Anthouy  j.  Deutf,ch,  MAJ  MC 


Associate  Investigators: 
Tami  Hase,  BS 


Facility:  Experimental  Immunology  Lab 
"  WRAMC 


Dept/Svc  Allergy  Immunology  Service 


Key  Words: 


chemotaxis,  histamine 


Accumulative  MFD  CASE 
Cost.: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost:  $12,  936.24 


FY -30  i 'IE D CASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 


Technical  Approach: 


‘Progress  during  FY-80; 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 


TITLE  OF  PROJECT: 


ODJECT : 


TECHNICAL 

APPROACH: 

PROGRESS  IN 
FY  80:  • 


CONCLUSION: 


PLAN: 


Project  #  3155  Evaluation  of  Suppressor  Inmunorcgulatory 
Cells  in  the  Pathogenesis  of  Deficiency 
Disease 


To  detect  the  etiology  of  abnormal  leukocyte  cherno tactic 
responses  associated  with  recurrent  infections  in  patients 
with  atopic  dermatitis. 


The  chromium-labelled  radiochemotactic  assay  was  used  in 
this  study. 


During  FT  SO,  fifteen  patients  with  atopic  dermatitis  and 
25  normal  controls  have  been  studied.  Patients  were  bled 
and  their  white  cells  fractionated  by  density  gradient 
methods  into  monocytes  and  neutrophils.  These  cells  were 
placed’ in  the  upper  chamber  of  Hoyden  chambers  after  being 
labelled  with  chromium  51  isotope,  and  subjected  to  3  to  4 
hour  incubation  across  a  chenotactic  gradient.  This  gradient 
was  produced  with  partially  purified  CgA.  Chemotaxis  was 
performed  in  the  presence  of  various  concentrations  of  hista¬ 
mine  phosphate  from  1CT°  to  10"®, molar. 


There  was  no  evidence  of  inhibition  of  either  monocyte  or 
polymorphonuclear  leukocyte  chemotaxis  in  the  normal  control 
subject  chemotaxis  on  exposure  to  varying  concentrations  of 
histamine.  Likewise,  no  inhibition  of  leukocyte  chemotaxis 
was  noted  in  atopic  dermatitis  patient  assays  when  cheno  taxing 
cells  ware  exposed  to  histamine.  However,  histamine  inhibited 
patient  monocyte  chemotaxis  in  a  dose-response  fashion.  This 
was  seen  in  each  of  the  patients  studied,  but  was  not  noted  in 
any  control. 

Histamine  seems  to  selectively  inhibit  monocyte  chemotaxis  in 
patients  with  atopic  d  rmatitis.  The  specificity  of  this 
inhibition  (as  to  whi^n  ..istamir.e  receptor  is  stimulated)  is 
under  further  investigation.  Histamine  release  in  the  skin 
of  patients  with  atopic  dermatitis  may  form  the  basis  for 
recurrent  dermal  infections  in  these  individuals.  This  ray 
occur  by  inhibition  of  the  ingress  of  mononuclear  phagocytic 
cell3  into  infected  sites. 


A)  The  manuscript  for  this  data  is  being  prepared. 

B)  Ve  hope  to  study  the  specificity  of  this  response  by 
performing  chemotactic  assays  in  the  presence  of  various 
H]_  and  H2  anatagonists. 


Date: 


1  October  it*  30 


1  Protocol  No:  3153 _ Status:  Interim 

K&KK 

Title  of  Project:  Evaluation  of  the  Immune  Pathologic  Mechanisms 
Operative  in  Dermal  Reactions  to  Insulin. 

Starting  Date:  13  June  1979  Estimated  Completion  Date:  1982 

Principal  Investigator:  Timothy  M.  Boehm,  LTC  MC 


Associate  Investigators: 

Richard  deShazo,  MD 


Key  Words: 


Facility:  \VRAMC 


jDept/Svc  Dept  of  Clinical  Investigation  and 
Allergy  Service 


Accumulative  MED  CASE 
Cost: 

Accumulative  Contract 
Cost:  ,  250.  00 _ 

Accumulative  Supply 
Cost:  $1,856.20 

FY-80  MED  CASE  Cost-. 

-  —  - -  1 

Periodic  Re 

view  Result.-: 

(to  be  fille 

d  in  by  DCI) 

v Study  Objective: 


To  determine  the  mechanism  underlying  dermal  reactions  to 


insulin. 


i 


Technical  Approach:  testing  with  various  insulin  preparations  and  skin  biopsies 

of  reaction,  sites  with  light  and  immunofluorescent  microscopy. 


Progress  during  FY--S0:  In  all  fourteen  patients  were  studied  and  the  immuiiofluores- 
cent  microscopy  was  completed  of  the  biopsies. 


Number  of  subjects  to  be  studied  be  lore  completion  of  study:  * _ _____ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  N 

Conclusions:  (See  attached  abstract.)  There  are  at  least  3  distinct  types  of  local  reactions 
to  insulin:  1)  IgE  dependent  "late  pliase";  2)  "Arthus"  local  vasculitic;  3)  delayed  hypersen¬ 
sitivity. 

Publications  or  Abstracts,  FY-80:  Persistent  Local  Reactions  to  Insulin.  Evidence  for 
Three  Immunologic  Mechanisms.  (Abstract)  R.D.  deShezo.  T.  M.  Eoe'im,  D.D.  Kumar, 
and  J.A.  Galloway.  American  Academy  of  Allergy  meeting.  1030. 

^Uncertain.  Although  the  present  study  is  complete,  ar  a  do  end  lira  may  be  r  ubmitted 
as  new  nsu!  "  •  b  ••  :>mu  available  with  potential! v  diflm  ‘r  ’  "‘pes  r act: or.s . 


Princip.U  osupaior:  Bernard  H.  Berne,  MD,  PhD, 


Associate  lavestijjajors : 


Dcp:/Svc  Medicine/Rheur.atology  Service 


Kev  Weeds: 


Inmunoadsorption,  antibodies,  Iircnune  conplexes 


FY-SO  -WL'DCASE  Cost:  $650.00 


Accumulative  .Supply 

Cost.  $1,234.50 _ 


j  Periodic:  i  to  view  JPj.su!  :s: _ 

I  lio  Us  i.i!od  in  Uv  DCI) 


See  attached  sheet 


hnic-.d  Approach: 

See  attached  sheet 


s  during  FY—i 


See  attached  sheet 


Nurrd 


:er.,; in,  unev-Dt-c 


See  attacned  sheet. 


Ob  jec; ives : 


a.  To  develop  systems  containing  irwnunoadsorbents  capable  of 
removing  proteins  from  the  blood  of  rabbits  by  extracorporeal 
circu iation. 

b.  To  remove  circulating  antibodies  and  i  M<:n»  con-,  lex  us  (10' 
from  rabbits  and  to  determine  their  clearance  and  reappearance 
rates  during  and  after  their  removal. 

c.  To  develop  a  procedure  for  removing  circulating  antibodies 
and  1C  that  is  devoid  of  adverse  clinical  and  lic.mn  to  logics  L 
effects  ar.u  which  can  servo  as  a  prototype  for  hu.uan  use. 

Technic -a  ’  Ann  roach : 


Phase  1  -•  Ini’ial  experiments  will  test  too  •  '.u-ariti-alfevEiri 

systen7  since  this  has  bean  extensively  investigated  already  by 
others,  We  will  immunise  rabbits  with  a  subcutaneous  and  ar 

intramuscular  injection  of  5  ng  of  bovine  serum  albumin  (SSA)  in 
complete  Freund’s  adjuvant.  Antibodies  to  USA  should  develop 
within  t. j  weeks;  their  ap;  ..atance  will  V.  aucei!.a.ii,rd.  by  radio- 
iraur.oassay.  Following  the  appearance  of  antibodies,  a  dose  of  ESA 
will  be  given  intravenously.  This  should  result  In  the  formation 
of  inraune  complexes  betvear.  the  BSA  and  the  anti-bSA.  These  will 
be  detected  by  an  assay  for  IC  that  we  have  already  developed. 


•.The  amount  of  3SA  to  be  Injected  inf;,  avenues?.-/  for  IC  induction 
"will  have  to  be  determined  empirically,  and  will  probably  differ 
for  each,  animal  since  each  will  most  likely  develop  different 
antibody  levels.  The  radioimmunoassay  for  anti-ESA  antibodies  will 
provide  tha  titer  of  antibodies  in  each  a  •  •hra.l.  "y  adding  BSA  tc 
the  antibody  in  vitro,  we  will  be  able  to  determine,  the  amount  o' 
’L3A  necessary  to  fora  soluble  complexes  detectable  by  the  immune 
complex  assay. Taking  into  account  the  blood  volume  of  the  rabbit, 
'we  will  than  calculate  the  unt  of  ESA  to  injected  to  form 
'soluble  insane  complexes  in  vivo,  h’e  will  then  inject  this  amount 
"r>£  33A  in  W  the  rabbit 3  and  determine  whether  the  in  vivo  formation 
t-f  ccnpl'xus  rscuiros  the  same  or  a  different  ant Lgen/ antibody  rr. 

;;5  »ar;:ac**d  to  the  in.  vitro  model.  ..I  the  In.  vivo  formation  of  I 
cruises  i  different  ratio,  this  will  be  used  in  future  trials. 


O  rr 


1 


Technical  Approach  Cont  i.nu.ition: 

Five  adult  male  rabbits  housed  at  UUAIP  will  initially  be  immunized 
vith  ESA.  The  appearance  of  antibodies  will  be  monitored  by  bleeding 
from  an  ear  vein  once  every  three  days.  After  the  intravenous 
injection  of  antigen,  the  animals  will  be  bled  daily  until  it  is 
ascertained  that  the  induced  immune  complexes  have  been  cleared  from 
the  circulation.  The  animals  wild  then  be  sacrificed  and  autopsied , 
Histological  examination  of  the  (.jdmys  will  be  performed  ’wish  the 
assistance  of  the  Veterinary  Pathology  Division  of  V/HAT?.,  Personnel 
of  this  division  will  perform  note; sics  on  all  animals  that  are 
sacrificed  or  die  during  the  expo,  .rents. 

Gross  pathological  examinations  of  all  organs  and  hemotoxylin-ecs in 
staining  of  rabbit .kidneys  will  be  performed,  and  the  pathological 
findings  will  be  interpreted  in  light  of  the  experiments  performed. 
Antigen,  antibody  and  IC  deposition  in  the  kidneys  will  be  detected 
by  immenofluorcscent  microscopy  for  the  presence  of  albumin,  IgC, 

IgM,  C3  and  CA.  Kidney  slices  will  be  incubated  at  low  pH  to  elute 
complexes  which  can  be  detected  in  radioimmunoassays  for  albumin, 
anti- albumin.,  and  IC. 

Vith  each  group  of  five  animals  tested  in  the  study,  2-5  rabbits  will 
be  set  aside  as  untreated  controls.  These  will  be  sacrificed  after 
A  weeks  end  autopsied  for  evidence  of  renal  immune  complexes  deposited 
as  a  result  of  infectious  processes.  Complement  fixation  assays  for 
agents  (primarily  protozoal)  causing  such  deposits  will  be  performed 
on  seta  from  all  animals  in  the  test  and  control  groups,  and  only 


m 


hL 


c  3 


rabbits  that  appear  f :v.a  frc-.i  them 
r>  r.udics . 


1  be  1 1 c-ci  .in  the 


If  none  of  the  criminal  five  r;  hhi ? dovelope  dr- testable  li-mutin 
coapiftves  .lifter  the  int  five  rout  injection  of  ■■■'>:.,  throe  antaals  v.ilj. 
be  sacrifice;!  and  a  dose  of  ESA  three-  tints  ns  high  will  be  injected 
into  a  second  group  of  five  immunized  rabbits.  Although  unlikely, 
it  is  possible  that  v/e  will  not  sue '-cad  in  inducing  TC  formation 
in  either  of  the  first  two  test  groups.  If  no  complexes  form  after 
ten  animals  have  boon  tested,  ve  •..ill  inject,  ocoplexer.  famed 
in  vitro  into  five  unirarunized  rabbits  and  -./ill  study  the  kinetics 
of  their  d Lsappearauce  in  these  animals ,  nr,  well  as  the  pathological 
sequela?,  of  the  injection. 

As  a  part  of  Phase  t,  several  radio LnEunoassays  will  be  developed. 

Ua  will  design  an  assay  for  B5A  and  1  or  anti-USA.  using  a  double 
antibody  technique.  B5A  will  be  lab  el  lei  with  125-1  by  the  Chlora- 
nine  T  or  the  Bo.ltcn-Kunter  netb.od,  depending  upon  reagent  avail¬ 
ability  and  labelling  efficiency.  A  commercial  rabbit  antiserum 
to  3SA  V7j.ll  be  reacted  with  this,  and  a  goat  anti  serum  to  rabbit 
irczuao globulin  will  be  used  as  a  second  antibody.  In  the  test  for 
B3A  as  an  antigen,  the  BSA  circulating  in  rabbits  and  present  in 
serum  w *.?.!!.  art  as  an  unlabelled  inhibitor  of  t.ha  pre tip?  cation,  of. 
labelled  lib  A,  Iu  the  test  for  antibodies  to  35A,  rabbit  serum 
suspect  s’,  of  containing  antf-BSA  vilJ  be  substituted  for  the 
comer u  ial  antiserum  to  USA;  the  amount  of  labelled  USA  precipita¬ 
ted  will  increase  ar>  the  titer  of  r.nti-BSA  antibody  rises. 

Ife  have  already  developed  an  assay  lor  non l tor lag  immune  complex 
levels  based  on  the  binding  of  IC  by  iedinated  Clio  and  the  preci¬ 
pitation  of  the  bound  Clq  by  25g/i.  of  polyethylene  glycol  (MW  5000). 
This  assay  w  LJ.l  be  applied  to  the  r.easv.rewat  of  1C  in  tested  and 
control  rabbits. 


develop  an  >C  assay  base’  re 
toid  v.  :for  or  bovine  c«v.v;Iut 
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column.:. 
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In  the  initial  studies  of  this  pba..--,  UT  A  I  L  •  ec  r  tvnehed  covalent] 
to  Seph.aroco  beads  with  cyanogen  bv  ■  After  the  USA  is  attached 


t'ui.;'  v'!'  l  the  a  Du  3  :ihaX]  cd  w!  td»  1  I*  T  .  T 
will  t.hen  ho  need  to  Jor<  rnin«  thr'  n  J.-orpt : 
ether  columns .  Labelled  ;  i  r;  i  l?  c»  u  ies  •.."111  Dr¬ 
ied  the  amount  e Voted  before  nnd  sfr  r  :  :\-u 
e  buffer  at  pH  2.0.  tW .,  ...c-.n-sr.t  of  t  lab 
performed  vita  a  gasuna  scintillation  cou-te 


Columns  containing  bound  EC  A  will  bn  tested 
binding  125-1  labelled  ESA  to  the  Eeuhar  >:,e 
has  been  thoroughly  rinsed  with  L-iTf.-t,  J  j 
colum  nnd  norrnl  rabbit  scrim  will  be  pas., 
amount  or  radioactivity  escaping  from  the 
monitored  and  will  determine  the  leakage  ra 
the  presence  of  rabbit  norm.  Sir.ii.tr  „tu.' 
with  columns  containing  bound  her-. C.lc;  ;;i 
remove  IC  from  serum. 


^signed 


Phase  3  -  In  this  phase,  we  will  study  th;  effuses  of  removing 
circulating  antibodies  to  ESA  and  IC  from  the  r.arn  of  rabbits  n 
part  of  an  extracorporeal  circulation  system.  These  studies  s'-, 
begin  six  to  nine  months  after  the  start  of  the  project  and  are 
dependent  upon  the  successful  compile  ton  of  the  first  two  phase 

Eight  rabbits  will  be  injected  with  ISA  r:  in  Parse  1.  Ail  eig 
will  be  treated  by  extracorporeal  clr  illation.  Five  of  these  w 
be  connecter!  to  an  irtmeno.-idi.c-rbc-et  cel  imp.  f nn r. in. g  ESA  linVvd 
Sephirose.  beads  a  r.d  their  blood  will  be  per  fen*.  >*  thr  >ugh  the  co 
The  remain  in  j;  three  will  act  as  control ::  nnd  w  i !  3  he  connected 
column  containing  rabbit  serin  albumin  linked  to  the  b.c.vls.  It 
expected  that  the  column  containing  IF A  will  re  rove  circulating 
anti-ESA  antibodies,  while  the  column  containing  rabbit  scrum 
albumin  will  not. 

The  .-count  of  albumin  on  the  column-;  will  '■•*  d.  •-'.min- d  hy  the 
studies-  done  previously  in  ir.aao  2.  ■lo1i;-r  •..•ill  he  enlarged  i 
there  is  little  nr tiboJy  removal  in  ■  ft*  *  pc:  f urion  studies 

Since  these  expe^lr-cnV  :  v;  i  L  j  ;  L  din 
the  pot  fusion  apparatus,  r  . th-  r  th  .::; 
ration  of  the  i'r-.u-.m  rocjw.a  ...  ,  <  -a  eh  : 
perfusion.  The  perfu*-  Lon  will  he.  t  .. 
of  anti-ESA  antibodies  are  detect  ub  : . 
and  IC  levels  will  be  r.mitorcd  ir.rc 
perfusion,  and  every  throe  day-,  rhei 
Rabbits  will  than  he  sacrificed  and  . 


Phase  A  •  Th  to  phase  will  beg  tn  nft-r  th.  •  oonclur.ic  n  the.  \>rc.  our; 
studies,  probably  9-12  months  alter  the:  scarf:  of  the  project.  Studies 
in  thi::  phase,  will  be  similar  to  those  in  Phase  3,  except  that  Iw.-ruric 
corplexe:  ••ill  bo  rnr.ovo.-' ,  :  other  than  nut the  '. ; 

In  eight  rabbits,  IC  will  either  be  induced  or  injected,  as  determ]  nod 
by  the  earlier  Phase  1  studies.  Blood  Iron  five  of  the  eight  rabbits 
will  be  perfused  through  a  column  containing  human  Clq  bound  to  Sephn- 
rose  beads,  while  blood  from  the  remaining  three  will  be  perfused 
through,  a  column  containing  only  Sep'harose  beads.  As  in  the  Phase  3 
studies,  BSA,  anti-BSA  and  1C  levels  will  be  measured  before  and  after 
the  perfusions,  and  the  animals  will  be  sacrifict-l  and  autopsied  two 
weeks  after  the  perfusions. 

Animal  Treatments :  All  rabbits  will  be  fed  and  watered  ad  lli-ldua 
and  will  be  treated  in  n  humane  manner  ci,  signed  minimize  pain  and 
discomfo  - 1 .  Before  perfusion  studies,  i abb its  v? 'I  be  premedicated 
by  injections  of  atropine  (2  mg,)  and  heparin  (1000  L'/kg)  intravenously 
into  an  ear  vein.  Thirty  minutes  latc-r,  they  will  be  an-iestne t j.zad 
by  a  slcv;  intravenous  injection  of  sodium  pentoh  •.rbltui  (30  mg /kg) , 
which,  will,  be  repeated  if  the  animals  appear  to  regain  consciousness 
or  show  discomfort. 


Bleeding  of  rabbits  for  routine  testing  will  be  performed  by  incis 
a  paraph  -al  ear  rein  with  a  scalpel  after  a  Io:r.l  application  of. 
xylene  to  induce  vasodilation.  Animals  v/i.l L  be  sacrificed  by  an 
overdose  of  Gomerha!  injected  intravenous  ly. 


Immune-adsorption  and  Perfusion  Techn  U;ues  *.  h’e  have  arranged  a 
collaborative  investigation  with  L»r.  Fr;  n::o  Cnstino  of  the  American 
Rea  Cross  Blood  Research  Laboratory  in  Betbcsda.  Maryland  for  our 
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Because  this  is  only  a  preliminary  study,  and  future  perfusion 
apparatus  will  likely  have  a  different  design,  we  will  nut  routinely 
test  the  column  effluent  for  pyrogenicity  or  sterility,  although  all 
pparatus  will  be  sterilised  by  heat,  ethylene  oxide  and/or  merthio- 
ate  prior  to  use.  Should  a  problem  develope  in  the  studies  that 
ere  referable  to  a  failure  in  sterility  or  to  pyrogenicity,  appropri¬ 
ate  studies  will  then  be  conducted.  Ir.  such  a  case,  sterility  would 
be  determined  by  taking  samples  for  bacterial  cultures  and  pyrogeni¬ 
city  would  be  measured  by  the  Litr.ulus  am.ebacyte  lysate  test. 


PROGRESS  DURING  FY-80: 


The  nature  of  the  rabbit  immune  response  to  BSr1  has  been  explored.  I  found 
that  rabbits  responded  to  uii  injection  of  BSA  in  Freund's  adjuvant  by  pro¬ 
ducing  antibodies  and  immune  complexes.  Both  of  these  were  detected  by 
radioimmunoassays . 

The  response  to  BSA  was  determined  by  a  double  antibody  RIA  using  iodinated 
BSA.  Antibody  was  detected  in  six  rabbits  within  3-5  days.  Antibody  levels 
rose  rapidly  at  first,  and  then  more  slowly  for  a  period  of  five  months. 
After  a  booster  injection,  antibody  levels  rose  still  further,  followed  by  a 
small  decrease. 

Immune  complexes  detected  by  a  Clq  binding  assay  appears"  within  3  days 
after  primary  immunization.  They  reached  a  peak  within  14  days,  and  changed 
little  after  this.  Three  of  the  six  rabbits  received  a  booster  injection  of 
BSA,  but  this  did  not  affect  the  level  of  immune  complexes. 

It  became  necessary  to  determine  whether  the  immune  complexes  were  derived 
from  the  injection  of  BSA  or  from  constiuents  of  the  Freund's  adjuvant. 
Complete  Freund's  adjuvant  contains  mycobacteria  in  oil,  while  incomplete 
Freund's  adjuvant  contains  only  oil. 

Three  rabbits  were  injected  with  complete  Freund's  adjuvant,  while  two  were 
injected  with  incomplete  adjuvant.  After  six  weeks  the  rabbits  were 
boosted  with  incomplete  adjuvant.  The  animals  were  bled  once  per  week  for 
three  weeks.  These  will  be  analyzed  for  IC  in  the  near  future. 

Pathology  studies  of  tissues  from  sacrificed  animals  revealed  lymphocytic 
infiltrates  in  the  lungs  and  kidneys.  These  were  not  intense,  however,  and 
were  suggestive  of  a  chronic  protozoal  infection.  This  had  been  anticipated 
since  many  rabbits  in  the  KRAIR  colony  show  similar  lesions.  No  severe 
signs  of  serum  sickness  appeared  in  the  rabbits. 


CONCLUSIONS: 


Initial  studies  suggest  that  immune  cc  r.p  faxes  appearing  nr  ter  injecting 
BSA  and  Freund's  adjuvant  nay  be  predominantly  composed  of  antigen  and 
antibodies  related  to  Freud's  adjuvant,  rather  than  to  BSA.  In  order  to 
remove  specific  immune  complexes,  as  required  by  the  protocol,  it  must 
be  determined  whether  these  complexes  result  from  the  BSA  or  the  adjuvant. 
After  analyzing  the  results  of  immunizing  rabbits  with  only  the  complete 
or  incomplete  adjuvant,  it  will  become  apparent  whether  we  should  direct 
our  efforts  to  removing  complexes  containing  BSA  or  to  removing  those 
with  adjuvant  constituents.  Thus,  the  future  direction  of  this  work  depends 
upon  the  resulting  of  these  studies  now  being  performed. 
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CLINICAL  INVESTIGATION  PROGRAM 


Work  Unit  No. :  3159-R 

Funds  Utilized,  FY-80: 


Funding  Requirements,  FY-8I: 


Personnel:  An  additional  person  is  needed  tc  complete  Phase  II.  This 
person  would  spend  50X  of  time  on  this  protocol,  as  follows 


Rabbit  bleeding  and  serum  shortage 
Preparing  immunosorbents 
Performing  radioimmunoassays 
TOTAL  TIME 


5  hrs/wk 
5  hrs/wk 
10  hrs/wk 
20  hrs/wk. 


Equipment :  None 


Supplies :  Metabolic  animal  cages  500.00 

Radioisotopes  for  immunoassays  1,000.00 

(125-1  Eolton-Hunter  Reagent;  5  orders 
per  year  at  $200  per  order) 

Chemicals  (Cyanogen  bromide-activated 
Sepharose,  antisera,  anesthetics, 


buffers,  antigens,  others)  2,000.00 

Chromatography  colums  500.00 

Glassware,  Plastiware  and 
pipette  tips  for  immunoassays 
(1000)  and  general  use  1,500.00 

Miscellaneous  supplies  1,000.00 

TOTAL  6,500.00 


Travel: 


400.00 


Publication  Costs: 

Other: 

Rabbits  -  Purchase:  30  rabbits  3  $25.00 

1000  rabbit  days  (3  $0.55 


400.00 

750.00 
550.00 
$  8,600.00 


TOTAL 
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! Protocol  No"  31^0-R 


Title  of  Project:  Study  of  Rheumatoid  Arthritis  and 
Sjogren's  Syndrome  Precipitins  in  Rheumatic 
Diseases. 


Status:  Interim  X 

Final 


Starting  D;fe:  Summer ,  1979 _ Estimated  Completion  Date:  Junet  1931 

Principal  Investigator:  Joseph  T.  Tesar,MD 


Key  Words: 


Associate  Investigators:  Facility: 

Oliver  Lawless,  MD  Walter  Reed  Hospital 

Dept/Svc  Medicine -Rheumatology 
- Rheumatoid  Factor 

Rhematoid  Arthritis  Precipitins,  ■  Sjogren's  Syndrome  precipitii 


Accumulative  MJ2DCASE 
Cost:  $1,430. 38 _ 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost:  $6,499*27 


FY-SO  MEDCASE  Cost:  Sl.430.3S 


Periodic  .Review  Results^ 

I  (to  be  filled  in  by  DCI) 


Study  Objective: 

Investigation  of  rheumatoid  arthritis  and  Sjogren's  syndrome 
precipitins. 


Technical  Approach: 

Examination  of  rheumatoid  and  Sjogren’s  aisease  sera  by  agar  gel 
precipitin  technique  using  antigens  obtained  from  thymus.  Sera 
from  patients  with  other  pneumatic  diseases  used  as  controls. 


Progress  during  FY-oO;  clinical  and  immunological  data  from  65  patients 
were  obtained.  It  was  demonstrated  that  certain  rheumatoid  arthritir. 
sera  form  an  additional  precipitin  line  with  thymus  antigen,  Th‘ ' 
procablv  a  P.F  with  dual  srsnificitv r  i.e.  .toward  and  TgO. 

Number  of  subjects  to  be  studied  before  completion  of  study: _ TS _ _ 

SeriousAmexpected  side  effects  in  subjects  participating  in  project: 

T.'one 


Conclusions: 

These  data  suggest  a  diagnostic  application  of  these  precioi 
in  rheumatoid  arthritis  and  Sjogren’s  syndrome. 

Publications  or  Abstracts,  FY-SO: 

See  annual  progress  report. 


lpitins 
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CLIIixCaL  X« VSSTion'i lol-i  FftOGRith 

.■•ork  Unit  uo.:  3160-R 

Funds  'utilized,  Fl-50;  $3000 

funding  Requirements.  FY-tl:  T0T.iL«  $4490 
Personnel :  (nane  ana  grade) 

£ fluipnent :  (describe  in  detail  including  cost)  $990 
Sonicator 

Supplies :  (consumable,  animal  purcnase)  $2500 

Travel :  (mission  oriented,  training  arm  presentation)  $500 

Qlb.§r.  I  (equipment  rentals,  contracts  lor  service,  animal  care  and 
reprints) 

Scientific  publications 


$500 


Work  Unit  iio.i  3-  60-R 


Title:  Study  of  Rheumatoid  Arthritis  and  Sjogren's  Syndrome 
Precipitins  in  Rheumatic  Diseases. 

Investigators: 

Principal:  Joseph  T.  Tesar,  M.D.,  Staff  Rheumatologist 

Associate:  Oliver  Lawless,  M.D. .Section  of  Rheumatology 

Starting  Date:  Summer,  1979 

Objectives:  The  study  was  designed  to  evaluate  the  diagnostic 

value  and  the  biological  properties  of  rheumatoid,  arthritis  and 

Sjogren's  syndrome  precipitins. 

Technical  Approach)  Reference  antisera  with,  known  precipitating 

antibodies  to  RAP  and  SS-a/3~ antigens  are 
used  for  the  identification  cf  precipitin 
linos  present  in  sera  of  patients  with  rheum¬ 
atic  diseases.  The  antigen  used  is  a  thymus 
or  B-lymphocyte  (tissue  culture  line)  extract, 
No  modification  of  protocol  has  been  mace. 

Progress  Report-  Since  the  start  of  investigation  ve  have 

examined  approximately  65  sera  of  patients 
with  rheumatoid  arthritis,  Sjogren's  syn¬ 
drome  and  appropriate  rheumatic  disease  con¬ 
trols  . 

We  have  reference  sera  for  RAP  and  Sjogren's 
syndrome  precipitin  determination.  V/e  have 
mo.de  the  observation  that  certain  T  rheuma¬ 
toid  _  tabors  induce  1  rid  additional  v-  recto  it  in 
line  using  the  method  for  demonstration  of 
RAP  precipitins. 

Publications:  M.  Floyd  and  J.T.  Tesar:  The  role  of  Ig.M 

rheumatoid  factor  in  experimental  vasculitis,. 
Clin  Exo,  Immunol  36 :  165,  1979* 

R,  Raskin,  J.T.  Tesar  and  0. Lawless:  Sjogren's 
syndrome  and  hypokalemic  paralysis.  Accepted 
for  publication,  Arch  Int.  f<:ed.  i960. 
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Protocol  No:  3161 


Title  of  Project:  Evaluation  of  Immediate  !i ypersersitivity 
Skin  Tests  in  Uremic  Patients 


Pinal 


Startincr  Date:  June  1979 


stimated  ConmletLon  Date:  December  1980 


Principal  Investigator:  Roghava  V.  Charva,  M.D 


Associate  Investigators: 

Richard  Evans  III,  COL  MC 
Jim  Baker,  CPT  MC 


Key  \v  ords 


Accumulative  MED  CASS 
st 


FY-SO  MEDCASS  Cos 


Facility:  Walter  Reed  Army  Medical  Center 


Dept/Svc  Allergy-Immunology 


Accumulative  Contract 
Cost: 


Accumulative  Supolv 
Cost: 


Periodic  Review  Results:  _ 

(to  be  filled  in  by  DCI)  ” 


Stud^  Objective:  To  determine  whether  immediate  hypersensitivity  as  assessed  by  wheal 
and  flare  skin  testing  is  a  reliable  method  of  determining  potential  IgE  mediated 
allergic  reactions  in  patients  who  are  uremic. 


Technical  Approach:  Evaluation  of  immediate  hypersensitivity  skin  tests  by  prick  tests 
to  inhalant  allergens  in  uremic  patients.  Histamine  and  morphine  are  to  be  used  as 
positive  controls.’ 


Progress  durinCT  FY-30:  So  ^ar  5  uremic  patients  have  been  studied.  Two  patients  had 
positive  skin  tests  to  inhalant  allergen.  There  was  only  one  patient  who  had  both 
positive  skin  tests  and  allergic  rhinitis  history. 


Number  of  subjects  to  be  studied  before  comnletion  of  study-:  50 


Serious/une.-tpected  side  effects  in  subjects  participating  in  project: 
The  other  three  patients  had  negative  histories  ana  skin  tests 


Conclusions:  None  can  be  drawn  at  this  time 


Publications  or  Abstracts,  FY-30:  -°ne 


i  f-.  'JU 


;  YidTiUrt  TI'Ju 


>.cp>c  Unit  i < o  «  t  3161 


Punds  .utilized,  Fl-80:  None 
funding  Requirements ,  fY-Sl:  $2500.00 

Personnel :  (name  and  grade) 


fquLosiant:  (describe  in  detail  including  cost) 

Supplies :  (consumable,  animal  purchase) 

Travel :  (mission  oriented,  training  and  presentation )  $1,000.00 

Other :  (equipment  rentals,  contracts  for  service,  animal  care  and 

reprj.dts) 


IgE  Prist  test  ami  Raot  for  each  patient  $1,  £-‘00  T>roba.bly  more  than  once) 
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Clinical  Investigation  Proto  :ol,  \'r  rk  Unit  "3162-R 
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1.  In  response  to  your  DF  dated  22  August  1979,  the  protocol  has  been  modified 
in  the  following  manner. 

2.  The  normal  range  will  be  defined  using  sera  from  Rheumatology  Service  Staff 
and  from  apparently  normal  patients  evaluated  in  the  Rheumatology  Clinic.  Consent 
will  be  obtained  from  normal  subjects. 

3.  The  consent  form  has  bean  modified.  The  new  consent  form  is  attached. 


OLIVER  J.  LAWLESS,  MD 
Colonel,  MC 

Chief,  Rheumatology  &  Clinical 
Immunology  Service 
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Serial  Studies  of  Serological  Parameters  in  Systemic  Lupus  Erythematosus 
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Principal  tin =sr-- ga.or :  cQi  Oliver  J.  Lawless,  Maj  Richard  C,  Welton 


Associate  Investigators: 

Facility: 

URAMC 

Bernard  H.  Berne,  MD,  PhD. 

Dupfc/Svi: 

Medicine/Rheumatology  Service 

Hay  V»  ui'  Is : 

Sys'temic  lupus  erythematosus,  DNA  binding,  immune  complexes 
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Study  Objective: 

See  attached  sheet. 


Technical  '■  ppron oil : 

Sec  attached  sheet. 


Progress  during  FY-S'J: 

See  attached  sheet. 
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See  attached  sheet. 
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Antibody  Levels  Detected  by  the  Farr  Technique  and  FIAX  Immunof luorescence  Assay. 
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3.  OBjECTIVES: 

1)  To  assess  the  value  of  serf..-  testing  of  Li- A  bir  tings  and 
immune  complex  dete rrti  nations  by  >.iq  binding-  in  systemic 
lupus  erythematosus  (SLE). 

2)  To  ascertain  in  a  prospective  study  whether  rapid  improvement 
in  the  above  parameters  can  be  found  in  the  first  weeks  of 
steroid  therapy  in  nephritis,  and  whether  they  can  be  used  to 
regulate  steroid  dosage. 

3)  In  a  retrospective  study,  to  relate  changes  in  these  para¬ 
meters  to  the  long-term  course  and  prognosis  in  SLE. 

4)  To  correlate  the  DNA  binding  and  Clq  binding  assays  with 
ceap-lenent  levels  (C3,  Cl)  and  determine  which  of  these  tests 
are  the  best  for  short-terr:  end  long-term  follow-up  in  SLE 
and  related  diseases. 

5)  To  maintain  the  DNA  binding  assay  as  a  routine  procedure  on 
the  Rheumatology  and  Clinical  Immunology  Service  and  to  stan¬ 
dardize  it  to  meet  the  requirements  of  the  Joint  Commission 
on  the  Accreditation  of  Hospitals  (JCAH). 

1.  MEDICAL  APPLICATION  AND  STATUS :  Several  investigators  have  shown 
thnt  DNA  binding  levels  correlate  well  with  disease  activity  in  SLE  with 
diffuse  proliferative  glomerulonephritis  (1-4).  The  correlation  in  other 
forms  of  SLE  appears  weaker.  Recently,  studies  with  several  different 
assays  for  immune  complexes,  including  Clq  binding  activity,  have  suggested 
that  these  also  can  serve  as  useful  parameters  in  SLE,  although  their 
actual  prognostic  role  has  r.o:  yi-.t  been  defined  (3-7). 

Measurements  of  DNA  binding  and  immune  complexes  reported  in  the  literature 
are  usually  performed  on  a  monthly  basis  with  occasional  studies  utilizing 
weekly  measurements.  At  present,  most  physicians  treat  SLE  complicated  by 
diffuse  proliferative  glomerulonephritis  with  approximately  60mg  of  pred¬ 
nisone  per  day  for  at  least  three  months,  before  making  a  final  assessment 
of  the  de-gr.'C  of  steroid  responsiveness  in  each  patient.  Improved  assays 
may  be  able  to  reduce  thin  tim-'.  F-'v  -•tudi-cs  of  DNA  binding  and  immune 
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Thrt  ’-ear.  and  standard  deviations  will  be  dvr. tv  mined  at  each  level.  Quality 
control  sera  at  each  level  will  be  placed  ;n  one  or  wore  positions  on  each 
run  depending  upon  its  length.  If  the  quality  control  sera  show  a  greater 
than  23D  deviation  from  the  expected  between-run  wean  at  a  given  level,  all 
assays  near  that  level  will  be  discarded. 


If  the  Clq  binding  assay  for  IC  proves  to  be  useful  and  can  be  standardized, 
ic  will  also  be  upgraded  to  meet  JCAH  criteria.  Until  that  tine,  it  will 
cot  be  user!  in  patient  m in? gene  ,t,  but  will  be  utilizer!  ..n  research  studies 
with  appropriate  cautions  and  controls  used  'or  intetpr-iing  data. 


Phase  II. 


After  quality  control  standards  for  DMA  blading  are  established,  we  will 
begin  Phase  II  of  this  study.  In  this  phase,  we  will  determine  'whether 
rapid  changes  in  DN'A  and  Clq  binding  occur  during  therapy  of  SLE. 


If  rapid  cuanges  are  found,  wo  will  attempt  t.c  uvtelai  «  these  with  changes 
in  clinical  status,  with  particular  emphasis  on  diffuse  proliferative  glo- 
r.erulor.ephrit is ,  one  of  the.  most  serious  cruvif. aviations  cf  SLE.  We  shall 
also  determine  whether  these  ate  better  markers  for  acute  changes  than  are 
C3  and  C'i  levels.  Correlation?;  with  skin  tost  reactivity-  (intermediate 
P?D,  Candida,  SXSD,  mumps.  Trichophyton)  will  also  be  dr m---  Inei ,  as  will 
be  changes  in  fluorescent  antinuclear  antibody  titers. 


Patients  emitted  to  KPAMC  wit.!.  SLE  u.  d  act. 
into  this  study,  provided  that  they  have  not  i 
acutely  w'.i.h  steroids  or  imnur.osuppre  .rive  eg-- 
fulfill  f  »ur  or  more  Arericnr.  '’heum.'it ; sr  As  no." 
ficaticr.  ■"  •  ?  A  »r  i  n  for  SLr.  (i-;v  v.din>  ueohri  tie 
formed  tv..  too  pu ..  t  Lev  ju’:  :.  \  i-.i  is  stud-- 

than  mini  '  t  V*  d,  «.  o  o  » 


aepiuii’is  will  be  entered 
an  previously  treated 
•••!••  Ti teas  p a  tieots  w i  1 1 
at  ton  Preliminary  Cl  ass i- 


We  estimate  that  20  patients  fulfilling  requirements  outlined  above  will 
be  available’  for  this  study  during  the  first  year  -if  this  project,  in¬ 
cluding  11  whose  sera  lies  al-v.-dy  been  stored  but  not  lastr-c  for  all 
necessary  components.  All  patients  entered  into  r.Ms  study  will  have  15 
ml  of  blood  drawn  once  every  2-3  days. 
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(7)  Calculation  of  rorcentagu  of  bh'A  r.d  and  the  precision  of  the  assay; 
(6)  Whore  the  percentage  of  D”A  bound  .u.cceds  501 ,  sera  a r -  diluted  and 
tested  to  determine  the  concer.trati;  a  that  gives  a  50"!  binding.  The  "ON  A 
binding  capacity"  of  the  serum,  expressed  as  grams  of  DU  A  bound  per  liter 
of  Scrum  is  then  calculated.  Binding  capacities  at  50 A  U'.’A  binding  are 
used  for  high  binding  sera  because  assay  pri  isii-ns  vary  inversely  with 
DNA  binding  percentage  above  this  level. 


An  aliquot  of  each  specimen  will  be  tested  for  Clq  binding  capacity.  This 
measures  levels  of  immune  complexes  and  aggregated  immunoglobulins.  Pati¬ 
ents  with  SLE  often  have  elevated  Clq  binding  levels,  but  the  correlation 
with  disease  activity  is  not  yet  clear.  The  Clq  binding  assay  is  per f anted 
with  the  following  steps: 

(1)  Clq,  the  first  component  of  complement,  is  isolated  from  pooled  human 
plasma,  obtained  from  outdated  whole  blued  in  Che  V.'KAHC  Blood  Bank.  Three 
units  (1500  ml)  of  blood  yield  sufficient  C!  .  for  approximately  10,000 
tests. 


(2)  The  Clq  is  aliauoted  and  stored  at  -70°C.  It  is  frozen  and  thawed 
only  once. 

(3)  When  ready  for  use,  an  aliquot  is  thawed  and  iodinated  with  125-1. 
Either  the  Bolton-Kunter  or  Cloramir.e  T  method  is  used  for  iodir.acions, 
depending  upon  availability  cf  reagents  and  efficiency  of  binding, 

(4)  Unbound  iodine  is  removed  by  dialysis. 

(5)  125-1  Clq  is  incubated  with,  serum  in  the  presence  of  EDTA. 

(6)  The  Clq  binds  to  immune  complexes  and  aggregated  IgC. 

(7)  The  total  radioactivity  added  is  determined  in  a  gamma  scintillation 
cocktail. 

(S)  Bound  1251  Clq  is  precipitated  by  25  g/litcr  of  polyethylene  glycol, 
molecular  weight  6,000. 

(9)  Reaction,  tubes  are  centrifuged  at  room  temperature  at  3000  RPM, 

(10)  The  supernatant  is  poured  off  and  discarded. 

(11)  The  radioactivity  in  the  precipitate  is  counted. 

(12)  The  percentage  cf  Clq  bound  end  the  assay  precision  is  calculated. 

(13)  Using  a  standard  curve  with  aggregated  human  gamma  globulin  (HCG) ,  the 
gram  equivalents  of  aggregated  UgG  precipitated  in  each  serum  is  calculated. 

The  Clq  binding  assay  has  been  performed  in  this  service  for  over  a  year. 
Although  within-run  precisions  are  with  n  an  acceptable  level,  run- to- run 
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Co  give  a  nerval  range.  All  Lest  a  arc  done-  in  duplicate.  In  serial  studies 
on  single  patients,  all  samples  are  tested  on  the  sane  run,  or  divided 
between  no  greater  than  two  runs. 

As  ve  gain  more  experience  with  the  Clq  binding  assay,  we  nay  be  able  to 
reduce  run-to-run  variation  to  a  snail  enough  level  to  allow  exclusion  of 
the  10  normal  sera,  now  placed  in  each  run.  When  tnis  occurs,  we  will  test 
the  assay  to  determine  whether  it  can  fulfill  JCAH  criteria.  In  addition  to 
the  tests  outlined  above,  the  following  tests  will  be  performed  as  part  of 
the  routine  care  given  to  SLE  patients: 

Pre-S  tudy ; 

1)  C3C  with  platelet  and  reticulocyte  counts 

2)  Westergrac  sedimentation  rates 

3)  S MAC- 20 

4)  Serum  protein  electrophoresis 

5)  Rh  factor 

6)  Urinalysis 

7)  24  h'-nr  urine  for  r  "oatiniae.  clearance  id  ro:  uln 

8)  Chest  x-ray 

S)  Electrocardiogram 

10)  Rena]  biopsy  where  clinically  indicated. 

The  following  parameters  will  be  followed  on  a  routine  basis: 

1)  Clinical  parameters  for  classification  of  SLE  -  see  flow  sheet  it  l 

2)  Serial  lab  data:  See  flow  sheet  it these,  include: 


a) 

b) 

c) 

d) 

e) 

f) 

g) 


DU  A  binding  and  C.lq  binding  -  once  every  2-3  days  for  four  weeks 
or  more  until  stable,  than  weekly. 

Urinalysis  every  2-3  days  for  protein'  (Dipstick.)  and  sediment. 
Creatinine  clearance,  serum  creatinine,  Bill  and  24  hour  urine  pro- 
.  in  -  wi.ee  weekly  for  2  weeks,  then  once- per  week, 

Weekly  CEC  with  Vestavgrea  erythrocyte  sedimentation  rate. 

FAliA  with  titers  weekly. 

C3,  C4  weekly  or  more  often  if  indicated. 

Weekly  skin  tests  if  negative  at  outset. 
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CRITERIA 


Facial  erythema  (butterfly 
rash) 

Discoid  Lupus 
Paynaud's  phenomenon 
Alopecia 
Photosensitivity 

Oral  +/or  nas ophary ngeal 

ulcers 

Arthritis  vithout  deformity 

LE  Cells  (2  or  more) 

(FAIiA  >  l/loO) 

Chronic  false-positive  (+)  STS 
6  months 

* 

Profuse  proteinuria' 

3-5  go/ day 

Cellular  casts  in  urine 

Pleuritis  +/ or  Pericarditis 

Psychosis  +/or  convulsions  in 
the  absence  of  uremia 

Hemolytic  anemia,  +/cr  leuko- 
pen!  a 

(  1,000),  -.or  thrombocyto- 

per.ia  !  100,  COO) 

Miscellaneous 
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useful  adjuncts  to  clinical  rur.age.n-.ent  of  SLL  on  more  than  an  occasional 
basis,  and  if  either  of  these  is  a  better  j;e remoter  than  chose  routinely 
followed  in  cases  where  nephritis  appears. 


Since  SLE  is  a  variable  disease  with  many  patterns  of  symptomatology ,  it 
is  possible  that  we  nay  determine  that  serial  studies  of  Clq  binding:  are 
most  useful  in  sene  types  of  disease,  D'iA  binding  in  ocher,  and  rcucine 
testing  in  still  other  case.'.  The  elucidation  of  such  types  of  disease 
cay  lead  to  inportant  insights  into  the  pathogenesis  of  SLE  and  related 
disorders . 


Phase  III 

Phase  III  of  this  study  will  at  first  be  performed  concurrently  with 
Phase  11,  but  will  last  longer.  This  will  he  a  retrospective  investigation 
of  DNA  and  Clq  bindings  in  SLE  patients  and  their  correlation  with  long 
tern  prognosis.  Few  such  studies  exist  in  the  literature  because  of  the 
relative  newness  of  these  techniques  (4),  and  those  studies  that  have  been 
done  suggest  that  the  correlation  is  net  perfect.  Since  we  use  a  different 
DMA  preparation  than  do  other  investigators,  our  results  for  this  assay  cay 
differ  from  theirs. 

Our  serum,  bank  currently  contains  over  3000  specimens  from  SLE  patients. 

More  than  100  patients  have  been  followed  for  a  year,  with  some  being 
followed  for  five  years.  We  shall  select  for  cur  analysis  at  least  30 
patients  who  have  shown  at  least  one  exacerbation  and  who  have  been  followed 
for  at  least  three  years. 

All  sera  from  each  of  the  selected  patients  will  be  tested  for  L'.IA  and  Clq 
binding.  A  sera  from,  an  individual  will  be  rested  on  a  single  run  to 
minimise  assay  variation.  Sera  will  also  hr  tested  for  C3  and  C’>  by  radial 
immunodif fusion  with  appropriate  quality  control::. 

Results  will  be  correlated  with  the  clinical  course  of  each  patient,  as 
determined  by  chart  review  by  a  Rheumatology  i allow.  Where  the  clinic's 
chart:;  are  incomplete,  we  will  attempt  to  retrieve  the  permanent  inpatient 
chart  and  outpatient  charts  from,  the  Waite:  heed  Patient  Administration 
Division,  from  another  military  installer i; n,  or  from  the  patient.  Only 
those  cases  that  can  he  completely  documented  will  be  analysed,  h'o  test 
will  be  performed  until  the  fellow  is  satisfied  that  the  patients  records 
are  adequate  for  use  in  a  publication.  While  it  is  not  possible  at  this 
time  to  determine  the  number  of  patients  with  adequate  retrievable  records 
that  can  be  used  in  this  study,  we  expect  it  to  be  more  than  30.  Such  a 
number  would  make  possible  a  much  larger  study  chan  has  yet  been  pub '  ish.ed. 
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occasion  trcm  healthy  people  a.  rat.  ie.g  SiVj  i..t  for  i  -G  it  el  7  as. 

adcitirsnl  w.  nipunctures  will  be  re^uire.1.  Donors  •■ill  be  identified 
or.l  y  by  age  arid  so:.  InforreJ  consort  will  be  obtained  f  rot!  donor* ,  who 
will  obtain  ro  direct  benefit  fret;  this  study. 


Patients  v/ith  SLE  and  other  diseases  seen  in  the  Rheumatology  Clinic  and 
on  the  radical  wards  will  be  asked  to  donate  up  Co  5tr  nl  on  up  to  three 
occasions  per  week  during  acute  phases  of  their  illnesses  and  less  for  an 
indefinite  period  thereafter.  Sons  of  these  patients  nay  be  anemic.  This 
study  must  utilize  anemic  patients,  since  this  is  one  of  the  common  com¬ 
plications  of  SLE.  Where  the  hematocrit  is  below  35,  reduced  amounts 
of  blood  will  be  obtained.  Because  the  requirement  for  the  use  of  an 
anemic  patient,  this  protocol  carries  more  than  a  low  risk,  as  defined  by 
VR  70-1 ,  3  January  1979. 

All  adult  patients,  and  persons  responsible  for  minor  patients  and  for 
those  incapable  of  consenting  themselves,  will  be  asked  to  give  full 
informed  consent.  Children  under  legal  age  will  be  asked  to  give  assent 
in  writing  if  capable  of  understanding  the  risks  and  benefits  involved. 

This  protocol  taay  benefit  some,  patients  who  are  part  of  this  study.  The 
results  of  DMA  binding  assays  and  Clq  binding  assays  may  be  used  in  making 
therapy. tic  decisions  concerning  individuals  participating  in  this  study. 
Within  ViRAlIC,  these  assays  will  only  be  available  to  persons  participating 
in  this  protocol.  The  tests  will  not  be  offered  to  WRAMC  patients  who 
have  not  given  their  consent  to  participate,  as  there  are  no  funds  alloca¬ 
ted  for  performing  the  test  on  a  rout.ire  basis. 

Copies  ot  consent  forms  are  attached.  There  are  three  forms: 


1)  Elo.  !  donor  form,. 

2)  WRAMC  patient  form. 

3)  Guardian  form  for  WRAMC  patients  not  competent  to  consent  or  under 


legal  age. 

These  for.:  5  are  appended  at  t.ha  end  of  the  protocol. 
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patients  will  be 


compared  with  those  in  normals  and  in  other  <! '•  seams.  Changes  in  levels 
in  individual  patients  will  be  displayed  graphically  in  longitudinal 
studies.  All  parameters  measured  (clinical,  therapeutic  and  serological) 
will  be  slotted  on  the  same  graph. 


Correlations  of  levels  of  dif 
will  be  statistically  analyze 
including  c  values  for  their 
ticr.s  obtained  in  irngitudira 
trends  of  one  parameter  can  c 
later  time.  To  obtain  a  sign 
studies,  one  must  compare  trie 
than  twe  individuals,  or  one 
different  tines  in-the  same  i 


ferent  constituents  in  the  same  individual 
d  by  the  Pearson  correlation  coefficient, 
significance.  It  is  recognized  that  correla- 
1  studies  £i r t .  often  imprecise,  because 
hange  while  those  of  another  do  not  until  a 
if  leant  number  of  data  points  in  such 
same  parameters  nr.  the  same  times  in  more 
must  group  similar  data  points  obtained  at 
ndivldu.nl,  providing  ail  of  th-se  points  arc 


.owin' 


r>  r* 


ar.-'  c. 


before  and  a:  tor  therapy,  •■ill  be  annlvacd  by  the  Student  t  test. 
\  r  L  .  01  vill  be  considered  as  the  minim on  sign  if icaat  level.  The 
nom.r.I  range  will  defined  ts  i  2  st  undnrd  •i.tti«'ns  from  the  r.on;i. 

If  car  a  points  in  any  group  appear  .*■->  be  ahnomaJ  ]  y  distributed,  non¬ 
para  ...a  trie  statistics  will  be  used.  These  will  include  the  VJilcor.an 
matched  pairs  test,  the  Mann-Whitney  U  test  for  significance  of  differ¬ 
ences  cf  ungrouped  data,  and  the  Speamar.n  rank  correlation  test  to  find 
the  correlation  coefficient.  Appropriate  adjustments  will  be  nade  for 
groups  with  large  numbers  of  tier,  obtained  in  ranking  data. 
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PROGRESS  DURING  FY-80: 

Me  directed  our  efforts  toward  refining  and  evaluating  methodology  for 
measuring  immune  complexes  and  antibodies  to  DMA.  These  are  involved  in  the. 
pathogenesis  of  SLE. 

Our  present,  assay  for  immune  complexes  utilizes  the  precipitation  of  125j 
labelled  Ciq  (part  of  the  first  complement  component)  by  immune  complexes  in 
the  presence  of  polyethylene  glycol.  This  assay  detects  a  high  percentage  of 
patients  with  SLE,  but  is  subject  to  inferfering  substances  and  the  hazards 
of  radioactivity.  To  avoid  the  use  of  radioactivity,  we  tried  to  develop  an 
immune  complex  assay  using  anti-antibody.  This  unique  IgM  is  found  in  occasi¬ 
onal  normal  and  diseased  people.  It  reacts  with  the  antibody  in  immune  com¬ 
plexes  present  in  sever;:  1  diseases,  but  not  with  unbound  antibody.  Using  the 
anti-antibody ,  wo  attempted  to  devise  a  henagluttination-inhibition  technique 
to  detect  immune  complexes.  The  results  of  these  trials  were  not  definitive, 
however,  and  the  attempt  was  temporarily  postponed  until  further  background 
studies  could  be  conducted. 

Our  assay  for  antibodies  to  DMA,  the  Farr  technique,  involves  the  precipitation 
of  tritiated  DMA  by  ammonium  sulfate  after  it  has  bound  to  anti-DMA  antibodies 
in  patient  sera.  In  2,000  tests,  we  showed  that  SLE  could  be  monitored  with 
this  assay.  However,  the  assay  is  not  very  v  --producible,  involves  the  use  of 
radioactivity  and  toxic  chemicals  (xylene),  aud  ls  very  time  consuming. 

We  therefore  tested  a  recently  marketed  fluorescent  immunoassay  system  (I TAX) 
for  antibodies  to  DMA.  Over  1,000  tests  were  periormed  with  this  system. 

We  found  that  the  FIAX  system  while  not  exceedingly  reproducible  was  equally 
reliable  as  lie  Furr  assay,  and  had  the  same  specificity  for  SLE.  Further, 
results  could  be  obtained  within  3  hours  of  the  receipt  of  a  specimen  with 
a  smaller  technician,  time  than  the  Farr  assay.  Unlike  the  Farr  assay,  the 
FIAX  methou  -aas  no  radioactive  or  chemical  hazards. 

If  funds  become  available  to  purchase  the  FIAX  system,  vie  plan  to  replace  our 
Farr  assay  with  the  FIAX  method.  This  would  add  an  important  new  capability 
to  our  laboratory,  and  the  FIAX  method  could  be  extended  to  other  assays 
involved  ii  the  diagnosis  and  management  of 

•  -y  ......  - -  r  "  — 

Clinical  parameters  and  serial  laboratory  testing  as  outlined  in  the  protocol 
have  been  collected  on  27  patients  over  the  past  one  year. 

Through  Trim.  'rvice  Medical  Information  System,  the-  computer  program,  "Clin flow" 
was  used  to  enhance  the  evaluation  of  the  large  amount  of  data  collected. 
Approximately  65,000  bits  of  data  were  entered  and  analyzed  through  various 
worksheet  panels.  The  computer  analysis  has  been  completed  and  the  information 
derived  is  presently  being  organized  and  will  be  placed  in  written  form  for 
publication  and  American  Rheumatism  Association  National  Meeting  submission 
by  mid  January  1981. 

Since  normal,  b  Lood  bank  donors  could  not.  he  used  in  this  study,  the  normal  range 
was  determined  using  sera  from  normal  hospital  staff  and  patients  without 
significant  disease  that  were  referred  to  the  Rheumatology  Clinic. 

A  revised  content  form  was  prepared  to  meet  iv  [u Lie.  o;  HSC.  Thin  in 

appended  to  1 '■  report. 
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CONCLUSION'S  DURING  FY-SQ: 

We  have  validated  the  Farr  and  FIAX  assays  for  antibodies  to  DN’A  to  conform 
to  JCA!1  standards.  Because  its-  simplicity,  spe.-d  and  safety,  we  found  the 

FIAX  method  to  be  superior  to  the  .irr  assay .  It  seems  to  be  the  best  method 
currently  available  to  measure  these  antibodies,  although  its  reproducibility 
needs  improvement. 

We  are  continuing  to  evaluate  new  assays  for  immune  complexes  and  anti-DNA 
antibodies.  We  are  also  currently  using  these  to  determine  the  significance 
of  these  substances  in  SLE  and  related  disorders. 


Publications  or  Abstracts,  FY-SO:  (Continued) 


Lindsey  SM,  Berne  BH,  Snyder  KL,  Lawless  OJ :  Circulating  Immune  Complexes 
(CIC)  Response  to  Standard  Steroid  Therapy  in  Acute  Systemic  Lupus 
Erythematosus.  43rd  Annual  Meeting  of  the  American  Rheumatism  .Association 
1979. 

Lawless  OJ,  Lindsey  S,  Snyder  K  and  Berne  B:  Circulating  Immune  Complexes 
(CIC)  Response  to  Standard  Steroid  Therapy  in  Acute  Systemic  Lupus 
Erythematosus  Nephritis.  IXth  European  Congress  of  Rheumatology,  1979, 
Wiesbaden. 
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CLINICAL  INVESTIGATION  PROGRAM 


Work  Unit  No.:  3I62-R 
Funds  Utilized,  FY-80: 


Funding  Requirements,  FY-81: 

Personnel :  One  full  time  military  (Sp  4)  or  civilian  (GS-09)  technician 
is  required  for  this  project.  There  is  no  Clinical  Investi¬ 
gational  personnel  currently  available  for  this  protocol. 

We  request  the  assignment  of  a  CIS  technician  to  complete 
this  project.  This  additional  person  was  authorized  by  the 
most  recent  manpower  survey,  but  has  not  been  assigned  to  the 
Rheumatology  Service. 

Equipment :  FIAX  Fluorometric  System  (Medcase  Request) 

Beckman  Refrigerated  Centrifuge  (Medcase  Request) 

Supplies : 

Radioimmunoassay : 


Isotopes  (125-1  Bolton  Hunter  Reagent) 

6  Orders  at  $200.00  per  order 

Scintillation  Cocktails  (for  5000  assays) 

Scintillation  Vials  (for  5000  assays) 

Polystyrene  Tubes  (for  10,000  assays) 

Pipette  Tips 

•  Serum  vials  for  storage  (1500  vials) 

Other  Glassware  and  Plasticware 

Chemicals  (buffers,  radiac  wash,  etc) 

Miscellaneous  Supplies 
TOTAL  SUPPLIES 


1,200.00 

1,500.00 

1,000.00 

2,000.00 

1,500.00 

500.00 

1,000.00 

500.00 

1,000.00 

$10,200.00 


Travel : 


500.00 


Publication  Costs: 


500.00 
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(Protocol  No;  31PJ~3 ' 


Title  of  Project: 


Li;;  Interim  X 

Final 


Histocompatibility  Antigens  in  Acute  Uveitis, 


Starry  Data  September ,  1979  {Estimated  Completion.  Date:  Anril-May  1931 
Principal  Investigator:  Joseph  T.Tesar,  M.D. 

Associate  Investigators:  D.M.  Strong,  Facility:  Walter  Reed  Hospital 
Chief,  Histocomp.  lab,  Paul 
Killian,  Rheumatologist,  F.  — 

Y/ergeland,  Chief,  Opth.  Serv,  Dept/3vc  Medicine-Rheumatology 


Key  Words:  „  .  .  .  •  ... 

J  hla.  Acute  Anterior  uveitis 


Accumulative  NCSDCASi; 
Cost :  $5,5S7.3S 

FY-SOMEPCASF  Cost" 


Accumulative  Contract 
Cost;  $5.  587.38 


Accumulative  Supply 
Cost:  S8^9.10 


Periodic  Review  Results:^ 
(to  be  filled  in  by  D  Cl) 


Study  Objective: 

To  determine  the  frequency  of  HIA-C  scries  antigens  and  HLA-37 
crossreactive  antigen  (R~7,  B-27,  B-22,  B-40,.  B-^2)  in  acute  anterior 
uveitis. 


Technical  -Approach; 

Complete  histocompatibility  typing  of  all  patients  presenting  in 
the  opthalraology  clinic  with  the  diagnosis  of  acute  non-granulo- 
matous  uveitis.  See  also  the  protocol  annual  progress  report  appende. 


Progress  during  FY-SO: 

See  annual  progress  report. 


Number  of  subjects  to  be  studied  before  completion  of  study:  12-1 S 

Serious/une:cpected  side  effects  in  subjects  participating  in.  project; 

None 

Conclusions: 

See  annual  progress  report. 


Publications  or  Abstracts,  FY-SO: 

See  Annual  progress  report. 
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Work  Unit  No.:  3163-R 


Title:  Histocompatibility  Antigens  in  Acute  Uveitis  (AAU) 

.  Investigators: 

■  Principal:  Joseph  T.  Tesar,  HD,  Staff  Rheumatologist  URAMC 

Associate:  Paul  J.  Killian,  MD.  Formerly  Asst  Chief  Rheumatology  Svc 
D.  Strong,  HD,  Chief.  Histocompatibility  Laboratory 
F.  Wergeland,  HD,  Chief,  Ophthalmology  Svr; 

Starting  Date:  September  1979 

Completion  Data:  April  1981 

Objective:  To  determine  the  frequency  of  KLA-C  Series  of  antigens  and 
HLA-B7  Crossreactive  antigens  (B-27,  3-7,  B-40,  B-42,  B-22)  in  acute 
anterior  uveitis. 

Key  words:  ELA-Cl,  ELA  C-2,  B-7  CREG  antigens,  acute  anterior  uveitis. 
Technical  Approach:  No  modifications 
Progress  Reports  (Conclusions) : 

1)  The  HLA-C2  an  antigen  whose  association  with  uveitis  has  not  yet 
been  described  was  found  to  be  present  in  this  study  in  70%  d  34 
patients  with  acute  anterior  (non-grar.ulomatous)  uveitis  (AAU) . 

This  is  in  contrast  with  a  39%  incidence  of  HLA-B27  antigen  in  the 
same  population  (nl  population  =  8%  HLA-B27,  10%  HLA-C2p 

2)  The  relative  risk  for  occurrence  of  AAU  in  persons  with  HLA-C2 
antigen  was  calculated  to  be  27.0  and  those  with  B-27  antigen  7,1. 

3)  The  incidence  of  rheumatic  disease  (ankylosing  spondylitis  and 
Reiter’s  Syndrome)  was  17.6%  in  this  population  (6/34) . 

Publications:  Joseph  T.  Tesar,  HD,  Paul  Killian  HD,  David  Strong  PhD  et  al 
Acute  anterior  uveitis,  strong  association  with  a  new 
histocompatibility  antigen,  HLA-C2.  In  Preparation,  1980 

J,  T,  Tesar  et  all  Histocompatiblity  antigens  in 
acute  anterior  uveitis.  Submitted  to  the  Am. 
Transplant  Soc.  meeting  1931. 


unit  i  i  o  .  : 


3163-R 


mds  utilised.  F1-S0:  $2000 

.riding  Requirements.  TY-bl:  $1800  (including  supplies,  travel  and 

publications). 

Personnel :  (name  and  grade) 

_g.QuiDc-.snt :  (describe  in  detail  including  cost)  None 


g u p 0 1 1 e 3  :  (consumable ,  animal  purcnase)  $1300 

Travel :  (c.ssion  oriented,  training  and  presentation)  $.500 

Others  (equipment  rentals,  contracts  for  service,  animal  care 
reprints)  None 
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Protocol  Mo:  3165 


,'iclo  of  Project:  Clinical  Trial  of  Skin  Testing  with  Major 
ar.d  Minor  Penicillin  Derivatives  in  Hospitalized  Patients. 


Pinal 


:  nrtincj  Date:  June  1980  Estimated  CoranletLon  Data:  July  1982 


•  * 

Principal  Investigator:  Richard  Evans  III,  COL  MC 


Associate  Investigators: 

Lelia  T.  Gaines,  MAJ  MC 


Facility:  Walter  Reed  Array  Medical  Center 
Dept/Svc  Allergy-Ircnuriology 


:1s  exudative  M?:  DC  ASS 
^osc:  _ 


-SO  hlBDCAST  Cos 


Accumulative  Contract 
Cost:  0 


Accumulative  Supnly 
Cost:  0 


PcJO'.'Ulii  i'-rf..... 

(to  be  filled  in  by  B  Cl) 


S.-udy  Objective:  To  determine  whether  current  penicillin  determinants' are 
adequate  to  predict  patient's  response  to  penicillin  and  derivatives. 


r 

Technical  Approach:  Skin  test:  history  positive  and  negative  patients  who  will  be 
given  penicillin  and  record  reactions,  if  any* 

Progress  during  7Y-30:  To  date,  we  have  tested  12  patients  .^ith  a  history  of  panic 

ipaov.  Two  ';i:y  .(  <j  haU  ;■<:  :  :.t"ivt  '  'M  tests  a  '■>:!  '  _  "  x." 

;  ,-i  1 1  I  n  ">,•  deriirat  ;ven  wit-’wei  reaction.  W  nave  oc6v.a  t.,  \ 
rair.der  vers  g-  vsu  piiULi.--*  « i*  1  . 

history  negative  patients. 


bar  of  subjects  to  be  studied  before  completion  of  study 


/unc:tpected  side  effects  in  subjects  participating  in  project 


uclusions:  None  can  be  drawn  at  this  time 


jlications  or  Abstracts,  FY-30:  none 


\m 


or.: 


unit  ito .  :  3165 


uncis  utilized.  Fi-cO:  None 

undins  tiecuirerisnts ,  Fi-tl:  $1500.00 

Personnel :  (name  and  grade)  No  additional  requirements  10  hours  week/med 

tech 

Equipment :  (describe  m  detail  including  cost)  No  additional  requirement 

Supplies :  (consumable,  animal  purchase)  No  additional  requirements 

Travel :  (mission  oriented,  training  and  presentation )  $1500.00 

Other:  (equipment  rentals,  contracts  for  service,  animal  care  and 

reprints)  No  additional  requirements 


Title  of  Project: 


Final _ 

An  Evaluation  of  Local  Anesthetic  Skin  Testing  and  Progressive 
Cliallenge  in  Patients  with  a  History  of  an  Adverse  Reaction  to 
Local  Anesthetics 


Starting  Date:  25-XMch.  L3S£L  [Estimated  Completion  Data:  y„n  u»i 

...  Richard  J.  Summers,  LTC  MC 

Principal  Investigator;  H.  S.  Nelson,  COL  MC 

- •Mi-chael"  Sc-ltgfc-^,-  >h :> . 

Associate  Investigators: 

Richard  Evans  III,  COL  MC 
Bonnie  Ba swell ,  MAJ  MC 
Richard  Weber,  LTC  MC 
Clarence  Virtue.  COL  MC _ 


Facility: 


V.TtAMC 


Dspt/Svc  Allergy-Clinical  Immunology  Service 


KeyWords:  i.ocal  Anesthetic;  Skin  Tests;  Challenge;  Adverse  Reaction 


Accumulative  MEDCASE 
Cost:  m/a 


Accumulative  Contract 
Cost-.  n/A _ 


Accumulative  Supply' 
Cost:  n  /  _ 


FY-SO  ME  DO  ASS  Cost: _ 


Periodic  R>viisvy  Rasv.it 

(to  be  filled  iJi  by  DCI) 


Study  Objective:  Evaluation  of  local  a  nor.  the  tic  skin  fr.snir.y.  and  progressive- 
challenge  in  patients  with  previous  adverse  reaction  to  local  anesthetic. 


Technical  /  .ppXOaC.h.  j (l  testing  to  loc.'i.l  anesttiet  jc  :  n  which 
reacted  (by  history)  is  performed  at  low  concentrations.  The 
gradually  increased  until  either  a  positive  skin  tost  occurs  - 
local  anas' betio  has  boon  tutor.--* tod . 


the  patient  has 
concentration  i a 
r  full  strength 


Progress  ditrirg  FY”80;  Xo  date  7  patients  have  been  completely  tested  and  found 
to  be  negative  at  full  strength. 


Number  of  subjects  to  be  studied  before  completion  of  study:  son  paftonre  ,-»r  /. 
Serious/uuexpected  side  effects  in  subjects  participating  in  project: 


Conclusions : 


Insufficient  data  at  present 


None  so  far 


aaj  nr.  medical 
centers. 


Publications  or  Abstracts,  FY-80:  [lone 


CLINICAL  INVESTIGATION  PROGRAM 


Work  Unit  No . :  3166 

Funds  Util ized,  FY-80:  N / A 
Funding  Requirement:  s  ,  FY-81:  N/A 

Personnel :  Richard  J.  Summers,  LTC  Mr  and  Associate  Investigators 

Equ ipm e n t  :  N /  . 

Su  pplies  Consumable  supplies  utilized  are  those  utilized  in 

normal  patient  care 

Travel :  Presentation  of  paper  at  one  national  meeting  -  $800. 

Other:  N/A 


Di'tc:  7  October  1980 


|] k:‘- docol  No;  A113 


Title  of  P: >jot:L:  "Cooperative  Cynecologic  Oncology  Group" 


i:h::Lus:  I  r  to  vi  n XX 
1  Final 


Ktartine;  Dale:  N/A _ katiamted  Corydofion  Dace:  .N/A _ 

IViucijlill  Investigator:  Robert  C.  Park,  COL,  MC,  USA 

Associate  Investigator?:  !  Facility:  Walter  Reed  Array  Medical  Centre**, 

Paul  B.  Heller,  LTC,  MC,  USA  ^  Ward  67,  Outpatient  Clinic 

Terrel  J.  Michel,  LTC,  MC,  USA  .  Department  of  03-GYN,  GYN  Oncology,' 

Geoffrey  Weisbaum,  LTC,  MC,  USA—  "  Dept/bvc  Service 

William  Ncalia.  MAJ.  MC,  USA - - - - 

Key  Words;,  N/A 


Accumulative:  MEDCASE 
Cost: _ N/A _ 

i'Y-c  0  MEDCASS  Cost 


Accumulative  Contract 
Cost:  N/A 


Accumulative  Supply 
'  -  N/A 


I  Periodic  fie  view  P^sults: 
I  (to  bo  filled  in  by  DCI) 


Study  Objective:  The  Walter  Reed  section  of  Gynecologic  Oncology  is  involved 
with  nationally  organised  Gynecologic  Oncology  Group  which  contains  33  of  the 
najor  medical  centers  in  the  country’  which  are  interested  in  the  area  of  gyne¬ 
cologic  tumors  and  treatment.  GOG  is  recognized  and  funded  through  the  National 
Cancer  Institute. 


•Technical  Approach:  Walter  Reed  is  active  in  23  GOG  protocols.  Presently,  there-. 
are  36  protocols  either  continuing  to  collect  data  or  active.  These  protocols 
involve  treatment,  of  ov  ca  ire...  :>  ccvrv*  ■.  1  c '  vlau.  •’  I.„  a  I  ■  .  . 

a.ndometr  Lu:a  .uul  uterine-  snrco.ca .  To  d  a  re  over  f  1  6  pal  inn  l  s  have  beer,  registered 
in  this  group  from  Walter  Reed.  About  392  have  been  placed  in  specific  protocol 
studies. 

I*rotfrc>.»  d'trin;!  V\. -bb:  About  292  patients  have  been  placed  'r,  GOG  protocol r.  f  rom 

.alter  Reed, 


N-.irh  —  r  of  > : . ; t -u_i ■ s:..;’r.ed  !w!'or.*  cur •  p A fioa  ■?£  Mudy :  Unknown _ 

M’_-riona/ttns.'rpv:c*ed  rdv.e  ctiicca  in  subjects  pnrtit  ipaiing  in  project:  Detailed  in 
previous  reports. 

Conclusion.-. :  Detailed  in  previous  reports. 
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Date:  i7v:ar-  - 

Protocol  No:  a  i  s  i/^  4 1  |  6  1 

Status: 

Interim  y 

Title  of  Project: 

The 

Evaluation  of  Fetal  Systolic  Time 

Final 

Intervals  and 
In 3 i cat  ions  of 

Beat  to 
Petal  f- 

Beat  i i.terva  1  Var iat ions  in  Fetal  Heart  Rate 
■aturity  and^F^tal  Distress. 

as  Early 

Starting  Date: 

FY  75 

Estimated  Compilation  Date: 

undeter 

m  i  nod 

Principal  Investigator: 


Associate  Investigators: 
H.  KLAPHOLZ 
H.  SKIBA-POWELL 


Key  Words: 


JAMES  HADDOCK 


Facility:  WRAMC 


Rcpi/Svc  OB  Ob 


Accumulative  MEDCASE 
Cost: 

Accumulative 

Cost: 

Contract 

Accumulative  Supply 
Cost: 

i  i 

FY-SO  IvIEDCASE  Cost: 

Periodic  Review  Results: 

j  (to  be  filled  in  by  DCI) 

Stxidy  Objective:  To  determine  fetal  condition  by  evaluating  cardiac  function 
by  fetal  systolic  time  intervals 


Technical  Approach:  Systolic  time  intervals  is  determined  by  EKG  and 
pfioro  card  iocraphy . 


Tnis  project  has  been  inactive  since  our  initial  rsn/"1. 
With  development  of  protocol  4151  we  hope  to  be  able  to 
*  Progress  during  FY-SO:  do  this  accurately  by  totally  non  invasive  means  anrener 
by  an  abdominally  derived  fetal  EK3  signal.  Hopefully,  we'll  have  this 
technology  by  late  April  or  Early  May  and  could  consider*  doing  this. 


Number  of  subjects  to  be  studied  before  completion  of  study: 

60 

Serious/ unexpected  side  effects  in  subjects  participating  in  project: 

Conclusions: 


The  additional  new  feature  of  the  technology  is  to  derive  the  fetal  EKG 
signal  by  a  non  invasive  means,  namely  from  the  maternal  abdomen  rather 
than  rrcn  a  feta!  scalp  lead.  This  Is  being  done  under  an  approved 
research  protocol.  An  amendment  to  4116  Is  in  order  but  we  would  prefer 
to  submit  this. at  a  time  when  we  have  this  ability  in  hand  and  have  a 
specific  procedure  in  mind. 


:  17  Dec  30 _ 


Titles  of  Project:  ;  a  I 

Continuing  Project 


I  Protocol  No:  4  1 24 


intensive  Cere  Mom  tew  mg  m 


(Status:  Interim  x 


Pinal 


Star-tin?  Data 


Principal  Investigator: 


Associate  Investigators: 
T.  FRANK 

A.  PRES3YL1CK 
H.  SKIBA-POWELL 


stimnted  Cotr.olotion  D 


JAMES  B.  HADDOCK 


Facility:  WRAMC 


■g»«at/Svc  OB 


Key  Words 


Accumulati  ve  jMEDCA.SE 


FY-SO  MED  CASS  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results :_ 
(to  be  filled  in  by  DCI) 


Srucy  joctive.  y0  accumu|a+e  a  <jafa  pase  on  perinatal  outcome  in  relation 
to  fetal  heart  rate  abnorma 1 i ti es  and  labor  curve  abnormalities. 


Technical  Approach:  Each  fe|.al  hear,  rato  tracing  r;,  iah^  ,  .rve  fs 

reviewed  «.i id  classified.  We  currently  iiave  available  technc  ogy  to  put  this 
integration  on  a  disk  or  computer  taps  for  reference. 


Progress  during  FY-80: 


as  above 


Number  of  subjects  to  be  studied  before  completion,  of  stud 


Serious/ unexpected  side  effects  in  subjects  participating-  in  project: 
none 


Conclusions : 

Currently  we  have  collected  and  catagorized  over  6,500  FHR  Tracings  since 
initiation  of  this  protocol.  Review  of  these  currently  is  time  consuming 
and  difficult.  Shortly,  we  will  have  the  ability  to  put  these  directly 
into  a  computer  memory  system.  This  will  provide  an  invaluable  data  base 
for  ana ! ys! s. 


Dale:  17  Pec  8C 

(Protocol  No:  4|?9 

|sc  ntus: 

Inter!  m  y 

Title  of  Project:  Antepartum 

Final 

Fetal  Evalua+ion  cf  Noise  Evolved  Heart 

Rare 

Response  as  an  Indicator  of 

Fetal  We! 1 -being . 

Starting  Data:  1 976 

(Estimated  Completion  Date: 

-May  8? 

Principal  Investigator: 

JAMES  HADDOCK 

Associate  Investigators: 
H.  KLAPHOLZ 
T.  FRANK 
A.  PRESSYUCK 
H.  SKIBA-PCWELL 


Kev  ' 'lords: 


Facility:  WRAMC 


Df?£t/Svc  CB 


Accumulative  IMEDCASE 
Cost: 


Accumulative  Contract 
Cost: 


Ac  cumu I ati' va  Supply 
Cost: 


FY-SO  J.IEDCASE  Cost: 


Periodic  Re  '.dew  Results: 
(to  be  filled  in  by  DCI) 


Scudy  Objective:  To  test  the  validity  cf  the  concept  that  Fetal  Heart  Rate 
accelerations  in  response  to  an  externa  I  stimulus  are  as  good  a  predictor  of 
fetal  well  being  as  are  those  associated  with  spontaneous  feta!  movement  and 
accelerations: 


Technrca.  Approach:  Fetal  heart  rate  is  recorded  by  standard  techniques  a  five- 
second  tone  pulse  SC  to  121  decibels  Is  used  to  arouse  the  fetus  and  response  noted 
This  nas  proven  to  be  art  excellent  technique  as  shown  by  others  as  well.  When  we 
have  a  computer  program  to  examine  spectral  frequency  analysis  of  fetal  heart  rate 
variability.  We  plan  to  incorporate  this  technique  into  the  project. 

Progress  during  FY-80: 


Number- of  subjects  to  be  studied  before  completion  of  stud-/:  ;  cc  _ 

Serious/uneopected  side  effects  in  subjects  participating  in  project: 

_ r,on8  _ _ _ 

Note  additional  Co  Investigator  on  this  protocol  is  John  Read.  Initial 
work  accomplished  on  this  prctccol  in  1976  was  premising.  However,  the 
initial  investigator  left  and  In  the  Interim  several  papers  were  published 
on  this  technique  which  is  now  accepted  as  standard  practice  in  current 
ante  partum  testing.  We  are  developing  a  computer  technology  to  accomplish 
spectral  frequency  analysis  of  FHR  variability  under  an  approved  protocol. 
We  intend  to  use  the  same  set  up  as  proposed  but  -  simply  analyze  the  data 
obtained  with  a  computer  program. 


FSratus:  Interim  xx 
I  ~  f'T7*«Ti  ’  — 


T~’:.'re:  7  October  .3.080 _ I  Protocol  '  -  4 iy<A _ 

Title  oi  Piojwct:  “Treatment  of  Women  with  Cervical  Cancer, 

Stage  IXB,  IIIB,  IVA,  Confined  to  the  Pelvis  And/Or  Para-Aortic  Nodes  With 
Radiotherapy  Alone  Versus  Radiotherapy  Plus  Immunotherapy  (Intravenous  C-Parvum) 


Ftcrti’.vw  Dale: 

ill  stim' tied  Cor.wiloUon  Date:  Unknown 

...  .... 

Principal  Investigator: 

Robert  C.  Park,  COL,  MC,  USA 

Associate  Investigators  r 
Paul  B.  Heller,  1TC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
William  Neglia,  MAJ,  MC,  USA 


facility:  Walter  Reed  Army  Medical  Center 


Depfc/Svo  Department  of  OB-GYN,  CYN  Oncology 


.-Stt.'Evi-C-a~ 


Key  Words: 


Cervical  cancer,  radiotherapy,  and  immunotherapy 


Accumulative  1  IF  C  CASH 

Accumulahivs  Contract 

Accumulati  ve  Supply 

Cost:  None 

Cost:  None 

Oral:  None 

t 

L— .  .  -  _ _ _ 

l'V-G0  AIKDCASE  Cost: 


None _ _ 


f  Periodic  Review  Aesolts: 
(i.u  be  tilled  in  by 


iMudy  Objfftive:  Radiotherapy  is  the  standard  treatment  for  patients  with  advanced 
cervical  carcinoma.  The  goal  of  this  project  is  determined  : f  the  addition  of 
immunotherapy  will  enhance  the  radiation  response  rate. 


Technical  App  xuuh;  The  patients  are  randomized  co  one  of  treatment  vcigimcnr  : 
1)  Radiotherapy  alone,  or  2)  Radiotherapy  plus  C-Parvum.  a- dment  to  the  protocol 

states  that  patients  who  have  clinical  Stage  IS  found  to  hav.  -j sense  extending  out 
to  the  pelvic  side  walls  at  surgery  are  eligible. 


I'm  eyres.-,  Jr.  ring  FY-S'l :  One  hundred  and  ninety-two  patient  ?r cup-wide  have  been 
evaluated  as  eligible.  Ten  patients  have  been  submitted  frer,.  ..’alter  Reed. 


N u"ih-.T  of  stbWuts  to  i : ; ;  studded  hefcv  completion  oi.  SiUily:  Annua  1  accrual.:  150  p a t: i  c n t 
S.  rious/’.Lae\7>oot?d  side  (.-fleets  in  subjects  participating  in  project:  Adverse  effects  that 
were  seen  were  basically  those  expected. 

Cw.iclui-ion.s:  It  is  too  early  to  draw  any  conclusions  with  -sgard  to  improve 

survival. 


t 


.4135 


Put.::  7  October  1930 


l  1  V 


li<iw 


"A  Randomized  Comparison  of  Melphalan 


j.vju’.is: 

L  .-II 


XX 


H. 


Alone  Versus  Adriamycin  and  Cyclophosphamide  Versus  hexane thy lmelamine  and 
Melphalan  in  Patients  with  Ovarian  Adenocarcinoma,  Suboptimal  Stage  TIT,  Stage  IV, 
or  Recurrent  Equivalent  to  Stage  ITT  or  IV  (Phase  III)  GOG  i? 22. 

,,  ,  I  "TV  .•  ,  '  •  o  7 V  • , "  '  Cltli'sd' ccr  p^tTcnr'eiitry 

J.dc: _ _ as  of  4  June  1979. 


lYiiitipai  Investigator:  Robert  C.  Park,  COL,  MC,  USA 


Associate  Investigator  ~  : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility: 


Dept/Svc 


Walter  Reed  Army  Medical  Center, 
Ward  67,  and  GYM  Outpatient:  Clinic 


Department  of  OB-GYN,  GYM  Oncology 
Service 


Wolds:  Melphalan  versus  Adriamycin  &  Cytoxan,  versus  Hexamethylmelamine  and 

_ Melphalan  in  Ovarian  carcinoma _ 


Accumuhitive  IilEDCASd 

Cost:  None 


Accumulative  Contract 
Cost:  None 


1T-S0  McilCASE  Cost: 


N/A 


Accumulative  Supply 

Cost:  None 


Periodic  lievie-v  J’.a  suits: 
(to  be  filled  in  by  DCI) 


Study  Objective:  Single  alkylating  chemotherapy  agents  produced  30%  response  rate 
in  patients  with  epithelial  ovarian  cancer.  The  objective  of  this  study  is  to 
determine  if  adding  Adriamycin  or  hexamethylmelamine  will  enhance  the  response 
rate. 


To ciuii cal  Approach:  Patients  are  randomized  into  one  of  three  treatment  arms. 
1)  Alkeran;  2)  Alkeran  plus  hexamethylmelamine;  and  3)  Cytoxan  plus  Adriamycin. 


I’r.'jrosu  during  I’Y-i'h  The  total  number  of  patients  entered  into  this  study 
was  432.  The  total  number  of  patients  from  Walter  Reed  was  22. 


-r  of  ■,.!■> u-.'jts  1 1  *•>  Uv  dvW  I-  t.unv 'ivtiim  of  study: 
Soli ous/une 'rput. t si  cli'eots  in  .  ..hjeris  p-uTicipniin^  in  p 
serious  side  effects  in  any  Walter  Reed  patients. 


Approximately  430. 

There  were  no 


iv-h.n.s:  The  combination  regimens  appear  to  be  more  active  than  Melphalan 

alone  in  producing  complete  responses  in  these  stages  of  ovarian  cancer.  Adria- 
mycin  and  Cytoxan  has  a  slightly  higher  response  rate.  Melphalan  and  hexamethyl¬ 
melamine  is  oral  and  avoids  .cardiac  risk  and  alopecia. 

run.: cat  it:  or  .  --•.rue 


D.'.tc:  7  October  19S0 


i  i'rnro-ro  \  Ido:  4136 


iFnituii:  bdorim  XX 


Vic-  of  Aro  Ac'.:  "a  P^andonized  Comparison  of  f.Vlphaim  Alone' 

Versus  Melphalan  Therapy  Plus  Immunotherapy  in  the  Treatment  of  Women  with  Stage  III 
(Optimal)  Epithelial  Carcinoma  of  the  Ovary  (Phase  III)"  GOG  1125. 


F:  aidin'.:  Dvla: 


IdsHNKit-'d  Cu";  )l;d ion  I  \::e .  Unknown 


Principal  investigator:  Robert  C.  Park,  COL,  MC,  USA 


Associate  Investigator:' : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Fa  til  Ay :  Walter  Reed  Army  Medical  Center, 

Ward  67,  and  GYN  Outpatient  Clinic 

Dept/Svc  department  of  OB-GYN,  GYN  Oncology 
Service 


Key  Words:  Epithelial  ovarian  carcinoma  treated  by  Melphalan  and  immunotherapy 


Accumulative  MV  D  CAS  a 
Cost : _ None _ 

rV-SO  MVDCAFF  Cost: 


Accumulative  Contract 
Cost:  None _ 


Accumulative  Supply 
Cost:  Nona 


Fl'-SO  MV  DC  ASF.  Cost:. _ None _ _ _  Periodic  lie  view  Results: 

(to  be  fill  ed  in  hy  DCI; 

Study  Objective:  Melphalan  alone  produces  a  30%  response  rate  in  patients  with 
epithelial  cancer.  The  objective  of  this  study  is  to  determine  if  the  addition 
of  an  ieaauito  therapy  agent  will  enhance  the  ror.ponse  ate. 


Technical  vppr> nich •  Patient::  with  optimal  ill  -pi thclia.L  •  a.  r  cinema  of  the 

ovary  are  randomised  to  one  of  two  treatment  regimens.  Regimen  i  is  Melphalan 
alor.a  and  Megimen  2  if.  Melphalan  plus  C-Parvutn. 


I*rt»gl‘ess  during  i'l'-Sl'.  One  hundred  and  ninety-four  patients  have  bee.n  entered 
into  this  protocol  in  the  entire  GOG,  Walter  heed  has  entered  three  patients  in 
this  protocol. 


N  -T  .A.iiyi::.!  tv'  i • ' :  stuchyd  1  ■  lore  .. ; ■’ :v:)Iu' io:i  ol  shat:'.': _ 150  patients  annual  aco.ua J  . 

F_i  :ous/iine  rpeetcu!  .ride  ui/icts  in  subjects  pwrric-ijjr.ting  in  project:  No  severe  reactions 
have  been  noted  in  either  of  the  treatment  arms. 

<.’•>: suluMons:  None  at  this  time. 


Date-  7  October  1980  _ )  *  Votoctn  ■  o :  4137 _ _ _ !  Races:  ocrjjo  291 

Title  of  .>jve.;  "A  Randomized  Comparison  o£~Pclvic  end  * 

Abdominal  Radiation  Therapy  Versus£&Ar'iTTRadiation  and  Melphalan  Versus  Melphalan 
Alone  in  Stage  II  Carcinoma^ja-t^TaTO'/ary  (Phase  III)"  GOG  #29 

Minriinc  T.do;  11  February  1977  !).;•»».)  Co-filM ion  1 7. itn-- :  November  1978 

i  Vinci  JxlL  laves  lighter :  Robert  C.  Park,  COL,  MC,  USA 


Acuuck.te  i  nves.  eg:  .to  re  : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
William  Neglia,  MAJ,  MC,  USA 


'Facility:  Walter  Read  Army  Medical  Center, 

j  Ward  67,  and  GYM  Outpatient  Clinic 

j - - - 

i Dent Ajvo  Unparttnen t  of  03-GYN,  GYM  Oncology 
i  _S  ervice _ 


K.;y  Yi'cuu?:  Stage  II  ovarian  carcinoma,  pervic  radiation,  Alkera- 


AocumuR.;;  re  MLDCASa  ■ 

Cost:  None 

Accumulative  CorUrac-t  i  Accumulative  Supply 

Lost:  None  j  Cost:  None 

IT-;  U  LihCCAcii  Cost:  None 

Periodic  Ka'.iew  Results: 

(to  be  filled  in  by  RCI) 

•Suidy  Objective:  The  standard  treatment  for  patients  with  Stage  II  ovarian  car¬ 
cinoma  has  been  postoperative  irradiation  to  the  abdomen  and  the  pelvis.  Recent 
data  supports  that  single  alkylating  chemotherapy  is  equally  effective.  The 
objective  of  this  study  is  to  determine  if  radiation  alone,  chemotherapy  alone, 
or  the  combination  of  the  two  are  the  best  treatment  methods  for  this  disease. 


Technic:.]  Approach:  Patients  are  randomized  to  one  of  three  treatment  arms  after 
a  total  abdominal  hysterectomy  and  bilateral  salpingo-oophorectomy  plus  evaluation 
of  the  endocervix,  the  diaphragm,  the  iliac,  and  para-aortic  nodes.  ”he  patients 
then  are  randomized  to  1)  Pelvic  and  abdominal  radiation  therapy,  2,  Pelvic  irra¬ 
diation  and  Melphalan,  or  3)  Melphalan  alone. 


ves.'  ,h  -i:'.'-,  1  v  n  Patients  are  continuing  to  be  followed  who  have  received 
treatment.  However,  the  GOG  withdrew  from  this  protocol  as  of  November  1973. 
Therefore,  no  firm  conclusions  have  been  drawn  from  this  study. 


X.  •  J.  ’  -  .■  ’j  -  h:  :v.n  "  245  were  hopefully  studied 

.Sol  u .  *  7  :  •.  tf h.  .  . ■•>;■•  j : :  •>;  i';-,.  -oj There  were  no  seriru 

or  unexpected  side  effects  in  subjects  participating  in  the  project. 

-i. A...-  None. 


t 


7  October  1930 _ jlT-rrocol  d'o; 4139  i.'-Y'd’in :  J.iior'ui  XX 


Tirjr;  oi  x'roj^cl:  "A  Randomized  Comparison  of  Melphalan ,  - - 

5FU,  and  Megace  Versus  Adriaraycin,  Cytoxan,  5FU,  and  Megace  in  the  Treatment  of 
Patients  with  Primary  Stage  III,  or  IV  Recurrent,  or  Residual  Endometrial  Carcinoma 

(Phase  III)"  GOG  if  28. _ 

htnrfr.W  D.di- :  4  January  1977 


Ibriuciyai  Investigator:  Robert  C.  Park,  COL,  MC,  USA 


E 


istimuteu  Ccrni'lc-'inu  Date: 


JgMs£SJM3Sh.Tcri' 


Associate  Investigators : 

Paul  3.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility; 


■Dept/Svc 


Walter  Reed  Army  Medical  Center, 
Ward  67,  GYN  Outpatient  Clinic 

Department  of  03-GYN,  GYM  Oncology 
Service 


K  jy  Vv'ord.5:  Endometrial  carcinoma.  Stage  III  and  IV,  treated  with  chemotherapy. 


i 


Acctwnaktfcive  ML'DCASX 
Cost:  bone 

Accumulative  Contract  !  Accumulative  Sucnlv 

Cost:  None  j  Cost:  None 

i  "i  -oO  Mirl)*..  Atiij  Coat:  None 

Period’.':  Itssviuv  PesuAs: 

I  (to  ;>o  tilled  in  by  DCI) 

•Study  Objective:  To  determine  the  efficacy  of  multi-drug  preparations  and  to  see 
if  one  of  two  programs  previously  shown  to  be  o.lTe.-i.lv- ■  by  pi? ot  otudier.  in 

superior. 


Techniatu  .approach :  Patients  with  advanced  or  recurrent  endometrial  carcinoma 
are  randomized  to  one  of  two  treatment  regimens:  ? )  Mai  pbalar.,  5TIJ,  and  Megace, 
and  2)  Adriamycin,  Cytoxan,  5i'U,  and  Megace. 


iTOiTess  (.luring  FY-SO:  Three  hundred  and  fifty-eight  patients  ..’ere  entered  into 
this  protocol.  Two  were  entered  from  Walter  Reed. 


Stvcu-i. 


i  > ...  •' 


ore  coin 


-non  ol  st’.iLi'. 


358 


f’-no 1  .s/'.w.e '-epe etc* »  « ,idt:  oitevta  in.  .vabj-o-ts  p^rciclor.tirig  in  project:  There  were  some 
henotologic  toxicities  in  ten  patients  and  three  drug-related  deaths. 
C’...vjlui>ic,n.~>:  The  overall  objective  response  rate  was  jo .87,.  The  act'ivi ty~oT 

Melphalan  and  5FU  for  the  first  time  the  treatment  of  this  disease  has  been 
established.  There  is  suggestion  that  there  is  a  better  response  to  combine; i 
chemotherapy  in  patients  with  poor  prognosis  endometrial  carcinoma  in  c. 

*  to  a  single  agent  therapy .  7h<v  •.  :  1  , 

follow-up  on  pi ci.er.1'.-  >n ’ 


UNCLASSIFIED 


WALTER  REED  ARMY  MEDICAL  CENTER  WASHINGTON  DC  F/6  6/5 

ANNUAL  PROGRESS  REPORT  (FY-80)  DEPARTMENT  OF  CLINICAL  INVESTIGA— £TC(U! 
SEP  80  T  M  BOEHM 


7  October  1980 


IlYorood 


Title  of  i'lijed:  "A  Clinical-Pathologic  Study  of  Stage  I 
and  II  Carcinoma  of  the  Endometrium,"  COG  /;33. 


J.\urir:_  XX 

find 


Startin':  T)ai.o:  25  November  1980  Conoid  inn  D<.Uu  Unknown 

Principal  investigator:  Robert  C.  Park,  COL,  MC,  USA 


Associate  Investigators: 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility:  Walter  Reed  Army  Medical  Center, 
Ward  67,  GYN  Outpatient  Clinic 

D  t/Sv’o  Department  of  OB-CYN,  GYN  Oncology 
Service 


Key  Words:  Endometrial  carcinoma.  Stage  I  and  II,  surgical  investigation 


AceiUiiultmv  c  AlsDvASu 
Cost:  None 


l'Y-80  MFDCASE  Cost: 


Accumulative  Coi itr act 
Cost :  None 


Accumulative.  Supply 
Cost: _ None 


Periodic  Review  Results: 
I  (to  be  filled  in  by  PCI) 


Study  Objective:  To  determine  the  incidence  of  pelvic  and  aortic  lymph  node 
metastasis  and  the  relationship  of  these  node  metastasis  to  other  prognostic 
factors  in  Stage  I  and  II  carcinoma  of  the  endometrium.  All  patients  with 
Stage  I  and  II  endometrial  carcinoma  can  be  admitted  to  this  protocol  which 
will  involve  a  surgical  procedure  and  pathologic  follow-up. 

Technical  Approach:  The  patient  will  have  a  total  abdominal  hysterectomy, 
bilateral  salpingo-oophorectomy ,  selective  pelvic  and  para-aortic  lymphadenectomy 
and  peritoneal  cytology  sampling.  Thereafter,  the  patient  will  be  followed  up 
or  entered  onto  an  additional  Gynecologic  Oncology  Group  Protocol.  Patients 
with  Stage  I,  Grade  1  disease  are  not  eligible  for  this  protocol.  All  patients 
are  to  be  entered  to  the  protocol  after  the  surgery  has  been  performed. 

-Progress  during  FiT-SO:  There  have  been  673  entries  to  this  protocol.  Walter 
Reed  has  entered  46  patients  into  this  protocol. 


Number  of  subjects  to  he  studied  Ik  v.q'c  completion  of  study. _ Unknown 

fieri ono/unexp.: etc* d  side  dicers  in  subjects  participating  in  project:  Four  patients  had 

pulmonary  emboli.  One  patient  was  noted  to  have  died.  Seventeen  patients  had 
-humor  rh^s-gr^wUUir-thanldGuCb.ce,. - - - - - - 

Coitclu:- Hires:  wouic]  appear  that  this  study  could  define  the  surgical  pro¬ 

cedure  required  for  optimal  evaluation  of  this  stage  or  stages  of  endometrial 
carcinoma. 


Interim  xx 
1  ir-.u 


7  October  19SO 


IlYorocoi  No:  A !•  4 3 


|. Status : 


L. 


Titlu  of  i’jojticl:  "A  Randomized  Study  of  Adriamycin  as  an 
Adjuvant  After  Surgery  and  Radiation  Therapy  in  Patients  with  High-Risk  Endo¬ 
metrial  Carcinoma,  Stage  I  and  Occult  Stage  II."  GOG  £34. 


«S* r>xti lie'  D ill c: :  22  August  1978  ~lZs(iin:tlvd  Cunwlof ion  Date:  Unknown 


Principal  Investigator:  Robert  C.  Park,  COL,  MC,  USA 


Associate  Investigators : 

Paul  B.  Holler,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility:  Walter  Reed  Army  Medical  Center, 

Ward  67,  GYN  Outpatient  Clinic,  OR 

D°nt/SVe  Department  of  OB-GYN,  GYN  Oncology 
‘  ■*  Service 


KeyWords:  Stage  I  and  Occult  Stage  II  endometrial  carcinoma  treated  by 

Adriamycin 


Accumulative  MEDCASK 
Cost: _ None  ___ _ 

ri'-SO  MJEjDCASB  Cost: 


Accumulative  Contract 
Cost:  None 


Accumulative  Supply 
Cost:  Nona 


None 


Periodic  Review  Results 
(to  be  filled  in  by  DCI) 


•  Study  Objective:  To  study  the  differences  in  morbidity  in  patient’s  survival 
as  functions  of  various  tumor  growth  patterns  in  a  patient  with  poor  risk 
endometrial  carcinoma. 


I 

i 


•Technical  Approach:  Patients  are  selected  for  this  protocol  by  extent  of  disease 
determined  at  surgery.  Those  who  have  greater  than  1/2  myometrial  invasion  or 
pelvic  or  para--aortic  node  involvement  or  microscopic  evidence  of  cervical  i.nvolve- 
raent  wi.13.  receive  radiation  therapy.  Following  this,  there  wi.13.be  randomisation 
to  Adriamycin  or  no further  treatment.  ..  . 


'Progress  during  I’V-oO:  To  date,  83  patients  have  been  entered  to  the  enti.re 
Gynecologic  Oncology  Group.  Five  have  been  entered:from  Walter  Reed. 


Number  wC  subject  j  jo  he  .sUHli-.nl  before  completion  of  study:  Approximately  75/year  for  four  j 

Mc.rious/unexoocted's’de  effects  in  subjects  j>nrricij»atini>;in  project:  There  has  been  years, 
evidence  of  bowel  obstruction  m  one  case.  One  patient  died  after  surgery  for 
relief  of  bowel  obstruction,  possibly  due  to  raaiatibn  therapy. _ _ 

Conclusions:  None  at  present. 


Date:  7  October  1980 


i  Protocol  i\'-:  A 14?. 


'Jit)  te  of  Project:  "A  Phase  II  Trial  of  TCRF  in  Pa  tier? 
Ad  vane  ed  Pelvic  Malignancies.1'  GOG  1-2 6-0. 


_ j Suit  us :  I  uteri  XX_ 

"  ,Y  ’Tirjl. 


s  Vi th  1 - 


startin-.:  DnK* : _ 27  September  1978lea:iii:u,nl  f  ' »  -Milef  i  >u J  \ \ ‘o:  Unknown  _ 

Principal  Investigator:  Robert  C.  Park,  COI,,  MG,  USA 

.  — ;  7  . . 

Associate  laves; ignior? :  it’aoilay:  Walter  Reed  Army  Medic 


Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Terrel  J.  Michel,  LTC,  nc,  USA  DenrASvc 

j  ‘  ServT 

Key  Words :  ICRF-359  in  advanced  pelvic  malignancies. 


it’aeil  ;y:  Walter  Reed  Army  Medical  Center, 
j  Ward  67,  GYN  Outpatient  Clinic 

lT)e  r  /Svr>  Department  of  OB-GYN,  GYN  Oncology 
\  '  *  "  Service 


Acearmt]  ati  ve  MKDCASE 
Cost:  None 

Accumulative  Contract  ] 

Cost:  Zone  j 

|  Accumulative  Supply 

!  Cost:  None 

' 

.  . .  _  .  * 

1'V-bO  i  iKDCASm  Cost: 


Periodic  He  view  Kesults: 
(to  be.  filled  in  by  DCI) 


■Study  Objective:  To  determine  the  efficacy  of  ICRF-159  in  the  treatment  of 
advanced  pelvic  malignancies. 


Technical  Approach:  Patients  with  histologically  advanced  and  recurrent  and 
persistent  metastatic  or  local  gynecologic  cancer  with  documented  disease  pro¬ 
gression  will  be  entered  into  this  treatment. 


I'rofrc.-is  iluriti!»  FV-SO:  Sixty  patients  have  been  entered  to  this  protocol  in 
the  entire  GOG.  Five  patients  have  been  entered  from  Walter  Reed.  The  patients 
with  squamous  cell  carcinoma  of  the  cervix  as  of  November  1978  are  no  longer 
eligible  for  entry.  Patients  with  epithelial  carcinoma_of  the  ovary  as  of  June 

Kit:'.’;'  t  ff  s  *<>  ho  skulled  before  Cf«nr:-le*rUm  of  _stu<b/:  _  25  patient  per  site. 

Serieus/uno'rpoitf-'.l  :.i  F;  el '  .vis  in  subjects  u:«nici>i:Pir.;j  in  project:  No  serious  or 
unexpected  side  effects  have  been  noted. 

(.■ ..  ■:,•!■  .ions:  TCRP  appears  to  have  a  moderate  activity  in  squamous  cell  carcinoma 
of  t.hc  cervix  at  the  dose  and  schedule  tested,  despite  significant  myclosuppre- 
ssi.on. 

J\lV>’iic;;d  .urns  or  Abstr  :<  ts.  1'Y-SO:  None 


PROGRESS  MIRING  FY-80:  1980,  are  no  longer  eligible  for  entry. 


D.'.tc:  7  October  1980 

! Protocol  Mo:  4143  I 

Idea '.ns:  Jjilerii.j  xx 

Title  cl  .  "A  Randomized  Comparison  of  i.ocal  Fixe  is  ion 

Versus  Cryosurgery  in  Patients  with  Limited  Grade  1,  2  or  3 

!  I  O'ld 

Cervical  Infra- 

epithelial  Neoplasia."  GOC  #31. 

biurth:.:'  Dale:  1  November  1978  "Estimated  Connie! i n>;v  Date:  1982 


1'rilicipal  Investigator:  Robert  C.  Park,  COL,  MC,  USA 


Associate  Investigator;': 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Geoffrey  Weisbaum,  LTC,  MC,  USA 


Facility; 

Walter  Reed  Army  Medical  Center, 
GYN  Outpatient  Clinic 

Dept/Svc 

Department  of  OB-GYN,  GYN  Oncology 
Service 

4 

Key  Words:  Local  excision,  cryotherapy,  CIN-1,  2,  3. 


Accumulative  MSDCAS 
Cost: _ Nona _ 

l'Y-SO  RDADCASE  Cost: 


Accumul  ative  Contract 
Cost:  None 


None 


Periodic  Review 


Accumulative  Supply 
Cost: _ None 

Results: 


(to  be  filled  in  by  PCI) 


Study  Objective:  To  evaluate  and  compare  the  i immediate  and  long-term  effectiveness 
of  outpatient  cryosurgery  and  outpatient  local  excision  in  the  treatment  of  limited 
cervical  intraepithelial  neoplasia  (CIN)  Grade  1,  2,  or  3.  Patients  arc-  then 
randomized  to  prospective  studies. 


'Technical  Approach:  Patients  arc  randomized  to  one  of  two  treatment  arms: 
1)  Outpatient  cryosurgery,  or  2)  Outpatient  surgical  excision. 


Progress  during  FV-SC:  To  date  there  have  been  296  patients  entered  from  the 
entire  GOG.  Twenty-three  patients  have  been  entered  from  Walter  Reed.  It  j.s 
too  early  to  draw  any  statistical  conclusions. 

Number  >.f  n objects  to  be  studied  before  completion  oil  shul'/:  300  annually.  660  total 
Sciious/unexpeciei!  side  effects  in  subjects  participating  in  project:  At  this  point, 
none  have  been  noted. 

Conclusions:  None. 


.Publications  or  Abstracts,  FV-SO:  None. 


Dabu  7  October^  .1980 _  an  1L  .  4144  _  i  r-.  1*  ■.  ■=» :  Jj*-‘  .•>•'•■•  >;v 

i  J  i  i  ■ ' » ! 

Title  <■'  .*’•■  .Reel:  "A  Randomized  Comparison  of  Surgical  Coni-  - - 

zation  Versus  Cryosurgery  in  Rati ents  With  Extensive  Grade  3  Cervical  Intra- 
Epitlielial  Neoplasia  (CIN)."  COG  #32. 


JSt :•  ri i D;ti 0:  September  1973 Li sii.un.K-d  Co  upki  ion  Dare,  19 81 

lTdneijxd  Investigator:  Robert  C.'Park,  COL,  MC,  USA 


Associate  Investigators  : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Geoffrey  Weisbaum,  LTC,  MC,  USA 


Facility: 


Dept./Svc 


Walter  Reed  Army  Medical  Center, 
CYN  Outpatient  Clinic 

Department  of  GB-GYN,  GYN  Oncology 
Service 


Key  Words:  Surgical  conization,  cryosurgery,  CTN-3 


Accumulative  It  IF  DC  ASF 

Cost:  None 

Acco«;ulatlv«  Contract  !  Accumulative  Supply 

Cost:  None  i  Cost:  None 

.  — - - — 

l’Y-t-0  MFD  CASE  Cost:  Kftn(, 

Periodic  Review  Results: 

(to  1x2  filled  in  by  D Cl) 

neoplasia  Grade  3  would  be  in-hospital  conization  or  in-hospital  surgical  hyster¬ 
ectomy.  The  purpose  of  this  study  is  to  evaluate  and  compare  the  immediate  and 
long-term  effectiveness  of  outpatient  cryosurgery  to  the  standard  cold-knife 
conization  in  the  treatment  of  extensive  surgical  intraepithelial  neoplasia 
(CIN)  Grade  3  in  a  randomized  prospective  study. 


■Technical  Approach:  The  patient  is  randomized  to  one  of  two  treatment  arms. 
1)  Outpatient  cryosurgery,  or  2)  Inpatient  surgical  conization. 


Progress  during  F't-bO:  The  GOG  has  accrued  a  total  of  73  patients.  Total 
evaluable  are  33.  Four  have  been  entered  from  Walter  Reed.  It  is  too  early 
for  analysis  at  this  point. 


R u  r> v ■ ■  r_ ' _u  a i. ' ) r  • .• 1 : t 
wCi'iouw/u  noxj  x:  <  :t  o  d 


1  o  be  sunbed  !>» 
side  otVoers  in  : 


t'i\;  eomnlohou  of  study. _ Approximately  310 

ubjerts  participating  in  project:  None. 


Co.:  cilia  ions:  It  is  too  early  to  draw  conclusions.  The  patient  accession  ~wlTl 

continue. 


ic-’is  or  Abstract, L’Y-S  ): 


None. 


^}S  3 


r 


!'!;•. to:  7  October  1930 


■n- 


OtCdn  r 4 1 4 ;> 


_  _  _ _  ).--lori::;xx 

Title  of  Project:  "A  Randomized  Comparison  of  Melphalan  ^  ~  *  * 

Versus  No  Treatment  in  the  Treatment  of  Patients  with  Selected  Stage  TAi,  i.j. ; 
IIBi  Ovarian  Cancer  (Well  to  Moderately  Differentiated)."  NCI  Protocol  £760.1. 


■Start itc  Dale: _ 22  August  1978  Is sfimalou  Connie! ion  I)a to:  1983 

I’rincipaA  Investigator:  Robert  C.  Park,  COL,  MC,  USA 


Associate  Investigators: 


Dept/ vve  DePartuent  OB-GYN,  GYM  Oncolog 


Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Geoffrey  Ueisbaum,  LTC,  MC,  USA 

fe^5orcls:  Early  ovarian  carcinoma,  Melphalan  versus  no  treatment 


Facility:  Walter  Reed  Army  Medical  Center, 
Ward  67,  GYN  Oncology  Service- 


Service 


AccuruO  rvtive  MliDCASH 

|  Accumulative* 

Contract'" 

A  ccurmJ  ytive  Supply 

Coat:  None 

C'O.st:  None 

Cost:  None 

FV-SU  MFDCASE  Cost: 

.None..  . 

Periodic  Kevie’.v  Results: 

(to  be  filled  in  by  DCJ) 

■Study  Objective:  Scatterred  n on-ranclomized  studies  employing  alkylating  agents, 
chemotherapy.  Have  reported  five-year  survivals  as  high  as  90%  in  patients  with 
Stage  I  ovarian  carcinoma.  Unfortunately,  the  non- randomized  nature,  the  small 
numbers,  and  the  unavailability  of  detailed  pathologic  information  make  the 
definitive  conclusions  of  these  studies  impossible.  It  is  the  purpose  of  the 
present  study  to  determine  the  value  of  chemotherapeutic  prophylactic  therapy 
after  surgery  in  definitive  staging  in  patients  with  Stage  TAi  and  IBi  ovarian. 

iechnical  Approach:  staging  laparotomy  arid  total  abdominal  adenocarcinoma 

hysterectomy  and  bilateral  salpi.ngo-oophorectomy  is  performed  after  which  the 
patients  are  randomized  to  one  of  two  schema.  1)  Observation  or  2)  Melphalan. 


during  F/-S0:  A  total  of  nine  patients  have  been  randomized  from 
Walter  Reed.  It  is  too  early  for  specific  statistical  analysis. 


:nbcr  vf  s i.biects  to  h u  sfucli ert  l»r  fo 
•ionj/ur'-j.Kpcctrd  side  c‘Jo*.:ls  in  su! 


completion  of  study: _ Approximately  110. 

wts  participating  in  project:  There  have  been 


none  noted. 


Conclusions:  None. 


Ab.-traC 


Pnbiical ions  oj. 


1\  -b'.).  None. 
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.'.‘.ty: _ 
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'title  of  i':  v-'i  1:  "A  Randomized  Comparison  of  Melphalan  . 

Versus  Radio- Isotopes  in  the  Treatment  of  Patients  with  No  Microscopic  Residual 
Disease,  Having  all  Stages  IC  and  It  (A,  B  and  Cl,  and  of  Selected  Stages  TAii, 
and  IBi  i  Ovarian  Cancer."  NCI  Protocol  #7602.  _ _ 

Str>rtir./  -lale:  22  August  1978 _ ulsViKtitu  Co;-  .ok-i  ion  !  '  •  _ 19.8J.._oxJL5SZ. 

1  Vinci  pal }  nvos  tu’tilor :  Robert  C.  Park,  COI.,  MC,  USA 


Asuoci Atti  lnvosiix:itor?. : 


Walter  Reed  Army  Medical  Center 
Ward  67,  GYN  Outpatient  Clinic 


Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA  Dept/Sve  Department  of  OB-GYN,  GYN  Oncology 

Ceoffrey  Weisbaum,  LTC,  MC,  USA  _ _ _ Serviqe _  _ _ 

Key  IV  orcls:  Melphalan  versus  radio-isotopes  in  selected  early  ovarian  cancc.r. 


Vccuuiuia 


Aecumul  uri  ve  J  IF.  D  C  AS  S 

Cord: _  None _ 


0  MM  DC  ASK  C 


Aconnvn)  afivt:  Con  tract 
e 


Periodic  llevisw  Result: 
(to  be  filled  in  by  DCX) 


W.udy  Objective:  Mean  five-year  survivals  of  39%  with  operation  plus  radiation. 
Twenty  four  percent  survival  for  those  treated  with  operation  alone  in  Stage  II 
and  poor  prognosis  Stage  I  patients  with  minimal  residual  disease.  In  some 
successful  series,  30-40  percent  of  the  patients  die  of  recurrent  ovarian  car¬ 
cinoma  despite  surgery  and  subsequent  radiotherapy.  The  purpose  of  this  study 
is  to  compare  the  usefulness  of  Melphalan  chemotherapy  in  intra-abdominal  radio¬ 
active  phosphorus  in  resectable  Stage  II  and  poor  prognosis  Stage  I  patients, 
Ifiehnical  Approach:  Patients  who  have  had  staging  laparotomy  including  total 
abdominal  hysterectomy  and  bilateral  salpingo-oophorectony  if  there  is  no  micro¬ 
scopic  residual  disease,  randomization  will  be  to  1)  Melphalan  or  2)  Radio¬ 
isotope.  In  the  case  of  residual  disease  in  Stage  ITB  and  IIC  lesions,  the 
patients  will  be  randomized  to  1)  Pelvic  radiotherapy  and  Melphalan  or  2)  Melphalan 
alone. 

Progress  du-ing  j  A  total  of  two  patients  have  been  entered  from  Walter 

Reed.  It  if;  too  early  for  specific  statistical  analysis. 
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]  men:  _7_ October  1980  _  _ i-Vof.nool  4147  rt'.  Jj; :  interim  xx 

.  . .  |" . 

i!.‘)ooi  Project:  “Surgical  Pathological  Study  of  Women  With 

Squamous  Cell  Carcinoma  of  the  Vulva."  COO  #36. 


Nroidir.  r  1  t.i'f::  15  November  1978  L,‘jti united  Goi ion  Dme: 

1983 

Principal  Investigator:  Robert  C.  Park,  COL,  HC,  USA 

Associate  Investigators : 

Paul  B.  Keller,  ETC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Geoffrey  Weisbaum,LTC,  MC,  USA 


facility:  Walter  Reed  Army  Medical  Center, 

Ward  67,  GYN  Outpatient  Clinic 


D^’it/3-'^  Department  of  OB- GYN,  GYN  Oncology 


Service 


Key  Words:  Surgical  pathologic  study,  squamous  cell  carcinoma  of  vulva 


Accumulative  ME  DC 
Cost:  None 


ASS 


Accumulative  Contract 

Cost:  None 


A 


_ _ _ _  1 

cciunulative  Supply 

os!:  None 


I’V-SO  ALSO  CASE  Cosfc:_ _ _ _ KDaa 


Periodic  Review  Results: 
(to  bo  filled  in  by  DCJ.) 


■Study  Objective:  To  determine  the  validity  of  current  PICO  staging  to  the  patho¬ 
logic  prognosis  factors  of  size,  of  lesion,  location  of  lesion,  depth  of  invasion 
of  tumor  in  mm. ,  histologic  rate,  site,  and  number  of  positive  lymph  nodes  in 
Stage  I- IV  carcinoma  of  the  vulva.  To  rapidly  accumulate  prospective  surgical 
pathologic  data  for  development  of  further  protocols.  To  determine  the  morbidity 
of  primary  radical  surgery  in  vulvar  carcinoma 


Tecl'-Vica’  Approach:  All  patients  with  primary  previously  untreated  histologically 
confirmed  invasive  squamous  cell  carcinoma  of  the  vulva,  clinically  determined 
to  be  Stage,  T-IV,  that:  radical  vulvectomy  suffices  to  remove  all  of  the  lesion. 
Patients  will  have  radical  vulvectomy  plus  bilateral  groin  node  dissection  and 
will  be  randomized  depending  upon  whether  they  have  negative  groin  nodes  to  follow¬ 
up  alone  or  positive  groin  nodes  to-  more  advanced  protocol  involving  radiation. 

therapy.'  ;A!';.3.i.AT.~AAAA'  /" "  \T;“  T.  ' _ _  .....  .  .....  A 

JT'rogress  tluvir.jj  Fl'-SO:  There  have  been  122  patients  entered  from  the  entire 
GOG  to  date.  It  is  too  early  to  draw  any  statistical  evaluation  from  this  study. 


Number  of  .subjects 
Nor  ions/ unexpected 


to  be  studied  before  completion  of  study:  Approximately 
side  effects  in  subjects  participating  in  project:  None. 


200. 


Conclusions:  None  at  this  time. 


1  \ibheat  ions  or  Abstracts,  RY--80:  None. 


Dale;  7  October  3900 


Ti 


i  r  o  W . ; .  1  „,o:  4148 


-in 


TiDe  «•:  Peel:  "A  Randomized  Study  of  Radi  utir-i  Therapy 


JV 


Versus  l’clvic  Node  Resection  For  Pat  lent  a  With  It 


vasivfi  Squamous  Cell  Carcino: » 


of  the  Vulva  Having  Positive  Groin  Nodes."  GUI;  #37. 

fi.  r. i  ...  : .it1:  15  November  3978  tat  •<»:;;  Sfl  '' ! :  1 '  ‘ '  ....1983 _ 

iViac  J'ivcsiiy.ii’.vr:  Robert  C.  Park,  COL.,  MC,  USA 


V'iioihiy:  Valter  Reed  Army  Medical  Center, 
Ward  67,  Radiation  Therapy  Dept. 

Deut/Sve  Department  of  OB-GYN,  GYX  Oncology 
Servi ce  . 


Associate  Lives- lv:u or.-: 

William  Neglia,  >IAJ,  MC,  USA 
Paul  B.  Heller,  LTC,  MG,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 
Geoffrey  VJeisbaum,  LTC,  MC,  USA 

I  boy  V.  ords:  Randomized  study,  squamous  cell,  vulva  carcinoma,  positive  groin  node: 

Accumulative  Contract 


Accumulative  ME D CASE 
Coat;  None 


Cost: 


None 


Accumulative  Supply 
Cost:  None 


1  Y -.■•0  AiEiXlA.SK  Co  ft:  None  ... 

Periodic  I J* view  Results: 

j  (to  be  filled  in  by  DCI) 

•Study  Objective:  To  determine  the  benefit  and  morbidity  of  adding  adjunctive 
radiotherapy  to  pelvis  and  groin  in  patients  with  positive  groin  nodes'  at 
radical  vulvectomy  and  bilateral  groin  dissection. 


Technical  Approach;  All  patients  with  primary  previously  untreated  histologically 
confirmed  invasive  squamous  cell  carcinoma  of  the  vulva,  such  that  radical  vul¬ 
vectomy  suffices  to  remove  all  the  local  lesion  and  whose  surgery  revealed  nodes 
in  the  groin  on  one  or  both  sides  containing  metastatic  carcinoma.  Patients  will 
be  randomized  after  a  radical  vulvectomy  plus  bilateral  groin  nodes  dissection  to 
one  of  two  regimens.  Negative  nodes  -  the  patient  will  taken  off  the  study. 
Positive  nodes  -  the  patient  is  to  be  randomized  to  regimen  1  including  pelvic 
I*r«»gr«SS  tlnriuy:  FY-bO:  During  FY-80,  a  total  of  33  patients  have  been  entered 
to  this  study.  Analysis  has  hot  taken  place  because  of  small  numbers  entered. 


in  six  pat  Lent 


!•  >_!w;  sf-aHad  E  lure  run.  Me  iron  of  stud1/: _ Approximately  200 

side  o.’f-.vtK  hi  ra.iij'.il;;  u  « riu'i  >v! i f , •  in  project:  Bowel  obstruction 
Fistula  from  the  bladder  or  bowel  in  one  patient. 


( b>;  i ..h •  on.) ;  No  definitive  conclusions  have  been  made. 


.'.tiers  or  Abstracts,  TV-SO: 


None . 
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1  Protocol  Ko:  z,i49 

{Status:  Interim  X 

Title  of  Project:  Ac  :  sma  I 

od  Bo;  action  cf  Feta,’  lie  a: 

j  Pinal 

i  r'c'  ftern 

Abnormalities 

\  ‘  ' 

i 

Starting  Date:  1979 

(estimated  Complati 

ion  Date:  Undetermined 

Principal  Investigator: 

HADDOCK,  James 

Associate  Investigators:  Facility;  WRAMC 

A.  PRESBYLICK  . _ 

T.  FRANK  , 

H.  SKIBA-POWELL  B2£tf/Svc  OB 


Key  Words: 


Accumulative  MEPCASE 

Accumulative  Contract 

Accumulative,  Supply 

Cost: 

Cost: 

Cost: 

I'Y-SO  MED  CASE;  Cost: 

[Periodic  Pa  view  Results: 

(to  be  f.01e 

d  in  by  DC!) 

Study  Objective:  To  develop  a  computer  program  io  recognize  feta!  heart  rate 

pattern  anomalies  and  flag  them  for  medical  staff. 


Technical  Approach:  Same  as  above 


.Progress  during  FY-80:  This  has  been  a  low  priority  item  since  we  hired  a  part 
time  consultant  this  year  because  Cl)  other  items  have  been  more  important 
(2)connect ion  to  the  research  computer  still  has  not  been  made  (3)  others  have 

developed  these  at  a  sophisticated _ I  r>yn i .  Mod i f i cations  of  existing  techno  I ogy 

Ni ; ruber  of  s ubjocts  to  be  studied  before  completion  of  study:  .  i  zoo  por-  yr-^r 
Sorious/unexpected  side  effects  in  subjects  participating  in  project: 

_ _ _ _ norm— - - - - — •  —  — - - - ; - - - ; - 

Progress  Cont'd  and  application  of  these. techniques  are  still 

potentially  Important 


The  technology  to  read  FUR  Traces  is  still  in  its  Infancy  No  program 
developed  to  date  is  at  all  satisfactory.  Any  application  here  would 
involve  further  development  and  modification.  I  believe  this  can  be  done 
with  local  personnel. 


_  1 7  Doc  Si' . 


I  Protocol  'So :  _ 4  LiiO _ 


Title  of  Project:  On-Line  I  ri  lorpr  e  (a  I  ion  of  Labor.  Ci 
Ab norma I i 1 i es 


_  St at'.i a :  Interim 
_ _ _ Filial 


Starting;  Date:  son  80  _ }E stimnted  Completion  Date : 

Principal  Investigator:  HADDOCK,  James 


Associate  Investigators: 
A.  PRtSBYLICK 
T.  (RANK 
H  sKIBA-POWLLL 


Facility:  WRAJ- 


iDspt/Sve 


Key  Words: 


AccunnilaLLve  MEDOASE  Accumulative  Contract 

Cost:  $  1 4 _  Cost: 


Accumulative  Supply 


FY-SO  MED  CASE  Cost:  SI  435 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  correlate  labor  curve  abnormalities  with  uterine  activity 

and  to  investigate  the  effect  of  therapy  whore  uterine  activity  has  been  normal 


or  abnormal. 


Technical  Approach :  Uterine  activity,  pelvic  exams,  and  therapies  are  entered 
automatically  and  by  hand  on  line  to  the  OB  Research  Computer.  The  computer  is 
to  be  programmed  to  perform  the  above  functions. 


Progress  during  FY-80:  The  development  of  the  program  has  been  the  chief  task  o 
Mr.  Presbylick  for  the  pa si  2  months.  Computer  connections  will  be  made  shortly 


Number  of  r.uojeots  to  be  slue 
Seri  ous/i  unexpected  side  of  fee 


commotion  ot 


riricipating  m  project 


f 


I 


}) :d o: _ p.-,~  t-rs _ _ Rvotocol  No f, I ;  H 


~Js‘aUiS; 


'j'i ilo  of  Project:  Early  Ro|  iable  Detection  of  for.)  I  Hoar  F  Ra i-cr-Vor— - 
:L,  { e  Varici'.-i  I  i  Adapt  iv  ■  Digilal  i  i  I  lor  i  no 

fraction  Ditto:  '  80 _ "jsstimatfed  Completion  Dale: _ J'.i:)  p./ 

Principal  Investigator:  JAMES  HADDOCK 


I  :  i ; 1 1  X 
Final 


Associate  Investigators: 

Facility: 

WRAMC 

• 

T.  FRANK 

A.  PRESBYLICK 

H.  SKIBA-POWELL 

Dtpt/Svc 

OB 

_  .  .  ...  ..  . 

Key  Words: 


Accnmulatlv*  MEDCASS 
Cost:  .C870 _ _ 

F Y- 8 0  ME D CASE  Co s  t7™ 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost; 


Periodic  Keviaw  Tie  suits; 

(to  be  Ailed  in  by  .D  CX) 


St\idy  Objective:  j0  clove  lop  a  compel  or  program  to  extract  a  fetal  EKG  from 

a  maternal  abdominal  wall  EKG  signal.  This  will  then  be  used  to  compute  beat-' 
to-beat  var  iability  and  evaluate  fetal  condition  by  non i evasive  antepartum  testing 


Technical  Approach: 


As  above 


Progress  cl ■. rung-  Fir.--80:  •  ...Considerable  progress ' bps  been  mac 
rr.ent  of  the  proyrarr.mi ng  above  noted 


e  in  the  dove  I  op 


Number  of  subjects  to  be  studied  before  completion  of  study:  See  attached 

Sorious/unexpected  side  effects  in  subjects  participating;  lit  project: 

None 


Conclusions: 


(a)  Initially  30  •  50 

(b)  If  technically  feasible,  to  ho  evaluated  for  broader  a; plication 
of  testing  fetal  condition 


1 


* 


IVtft*:  7  October  19f.o 


f.l -id  ■;  41  SJ 


y-  ' ; ;[  rj  p" ; ;  ■  vy 


’ijilt;  of  i’i  iji'trf;  "A  Phase  II  Trial  of  “ay  tans  In  e  in  Patients* 
With  Advanced  Pelvic  Malignant-  ics."  t.’CG  i/26-H. 


21  November  1978  ulstini  led  Cur. im  llalC"  Unknown 
rrincijMl  Investigator:  Robert  C.  Park,  COL,  MC,  USA 


AssociuA  luvesagruort : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


i  VlalterReed  Army  Medical  Center, 

Ward  67,  CYN  Outpatient  Clinic 


Terrel  J.  Michel,  LTC,  MC,  USA  !»  <ept/Sv'‘  DcPar  tlnenl;  of  0B  GYN>  GYN  Oncology 

y  Service 

Key  Words:  Phase  II,  Maytansine,  pelvic  malignancies 


Accuu : ukitivci  M l! OCAS !•! 
Cosy _ Lone _ 

i'V-SO  MEDOASE  Cost: 


Accr.mn:!  She  Contract 

Coin:  Lone 


Accumulative  ..’.apply 
Cost:  Konn 


i’V-hO  ML'DOASE  Cost: _ None _ IV  -j. 'die  Jtevi e\v  Kesultsf 

(to  b-i  li lied  jn  by  DCI) 

' fv. lAy  Objective::  To  determine  the  efficiency  of  chemotherapy  agents  in  patient's 
whose  advanced  malignancies  have  been  resistent  to  high  priority  methods  of 
treatment.  A  rejection  type  of  design  will  be  used  involving  a  fixed  sample 
size  of  25  evaluable  patients  per  disease  site  per  drug  studied.  The  design 
allows  replacement  of  ineffective  regimens  by  newer  agents  or  combinations. 


Technical  Approach:  Maytansine  appears  to  be  similar  to  the  vinca  alkaloids, 
affecting  DNA  synthesis  in  arresting  cells  in  metaphase  of  mitosis  by  inhibition 
of  tubulin  prolimerization.  Maytansine  has  shown  activity  against  many  animal 
tumor  models.  Three  schedules  have  been  studies  in  Phase  I  trials.  Single 
bolus  every  three  weeks  is  convenient  dose  for  patients.  Only  one  gynecologic 
maligancy  was  included  in  the  20  patients.  This  was  an  ovarian  carcinoma  in 
which  one  response  was  seen  in  five  patients.  Other  responses  were  confined  to 
iVoyTcs:,  during  Fx-i-0:  Sixty-nine  patients  have  been  entered  onto  this  protocol 
from  the  entire  GOC. 

Technical  Approach:  (continued)  non --gynecologic  malignancies. 

Nn  A’A'AAiA  -  'ii  A-  i  1- ■_>  : _  si'.nMvd  1  :l<rv  ,  ;  in  aon  ■  -1  sin--'.  /:  25  patients  in  each  categor 

* 'C z  i on .- •  /  .i e. * \  p. t*  . c i .  :  - - < . e  d i  i  .  . )j *i c- „■  | i c : p  . . . . .  g  i r-  . .  i -o jo c I. :  None.  f  "d r s ea s e 


C< uud :  ■  ion.- :  Maytansine  is  insignificant  against  squamous  cell  carcinoma  of 
the  cervix  and  epithelial  tumors  of  the  ovary.  Other  areas  have  yet  to  be 
evaluated . 

Pu'u:'.  A  i ■: m i . :  or  A1  .-•!  i  . M. ,  I  V  A|i;  Noin-. 


7  October  19H0  .-ol  No;  4 1 5 i  __  _  j.rr'b.r;:  t::‘ >;>; 

. ~;r  .  . . . . .  i_  ih-r 

•i  uW  of  •>>:«'  :  ”A  Phase  II  Trial  of  Baker' a  AntLfol  in 
Patients  Wiih  Advanced  Pelvic  Malignancies .  "  C.'OCJ  JP26- V. 


tiax'.ina  'Pile:  21  November  1.978 

L’si  l\: 

la.l.vii 

.del io:;  Date:  Unknown 

Principal  Invc-atigalor:  Robert  C 

.  Park,  COL,  MC, 

USA 

Associate  Investigators: 

Facility : 

Walter  Reed  Army  Medical.  Center, 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 

Ward  67,  GYH  Outpatient  Clinic 

Dapt/Svc 

Department  of  0B-GYN,  CAN  Oncology 
Service 

-  .  .  ...... 

Key  Words:  Phase  II,  Baker’s  antifol,  advanced  pelvic  malignancy 


Accumulative  MEDCASK 
Cost : _ None 

FY-SO  A  IF  D  CASK  Cost: 


Accumulative  Contract 


A ccuxr: illative  Supply 


Cost: 


None 


None _ _ _  j 

( Periodic  Peviev 


Cost  \r _ None 

Results: 


(to  bo  filled  in  by  3)01) 


Study  Objective:  To  determine  the  efficacy  of  Baker's  Antifol  in  patients  whose 
advanced  malignancies  have  been  resist. on t  to  high  priority  methods  of:  treatment. 

A  rejection  type  of  desigu  will  be  used  involving  six  sample  size  of  25  evaluable 
patients  par  disease  site  per  drug. 


Technical  Approach:  Baker’s  autifol,  also  known  as  triazinate,  is  an  antagonist' 
of  folate  metabolism  which  acts  by  blocking  dihydrofolate  reductase.  This  drug 
is  believed  to  diffuse  passively  into  the  cells  by  active  transport  mechanism. 

•flic  drug  is  able  to  penetrate  the  CNS  in  quantities  reaching  CNS  levels  of  1.-11% 
of  blood  levels  following  IV  administration.  It:  is  excreted  mainly  by  the  liver 
and  much  lesser  extent  by  the  kidney.  Toxicitics  include  myoautancous  and  gastro¬ 
intestinal  effects.  Moderate  myelosupprcss.ion  has  been  observed.  Responses  have 
.Progress  during  FY-SO:  Sixty-nine  patients  have  been  entered  into  tills  protocol 
from  the  entire  COG.  -  ~  _  .  • 


Number  of  subjects  to  be.  studied  before  completion  <>£  stud/:  25  patients  per  disease 

Kvrious/:vn,..:x:>t'ctCv.l  side  effects  in  subjects  lt.-irtKip.tit.g  in  project*  Some  Grade  3 
nucocytis  has  been  observed  in  two  of  the.  patients. 


Co::c]u>ic»n«:  Tliere  is  some  limited  activity  noted  in  the  sites  studies.  This' 
drug  is  probably  not  as  useful  as  more  conventional  drugs. 


site 


JktbJtcalicr.s  or  Abstracts,  FY-S9:  None. 

TECHNICAL.  APPROACH:  been  observed  in  adenocarcinoma  iu  the  lung,  breast, 
and  sarcomas ,  and  acute  myelogenous  leukemia.  Vat tents  not  eligible  for 
higher  priority  studies  who  have  advanced  pelvic  malignancies  will,  be  entered 
into  this  protocol 'when  the  drug  is  suggested  by  the.  COG  office.  The  drug 
wilt  be  given  as  500  ng/ni?-  and  500  cc.  of  1>  5  and  normal,  .saline  as  an  jnfunr.J 
every  30-60  minutes.  This  drug  wil  l  be  repeated  weekly  as  toxicity  permit:.*;. 
The  patient  will  be  followed  to  progression  of  disease. 


!  )Vr»U-. Ko:  41  54 


lt^u:  7  October.  1980 _ ii fy? : _ .41.^'*.. _ . . fotulas:  Iy»t "•  fir ■  x>; 

|__ i  i  1 1 :^1 

MAh’  f.i  JY  "A  Random:  zed  C  ttrspnv i son  of  Ci.s-plat inum,  '  .  " 

50  i i:y,/n~  Every  Three  Leeks  Versus  Cis-platinum,  ICO  r.g/m^  Venus  Ci  «•-■?!  '-.Vinutn, 
20  ng/i  r*/l)ay  Y.  Five  in  the  Triv !  •i:en  t  of  Patients  Vi  th  Advanced  Carcinoma  of  the 

£wvix...(rii.auc -1U)  . !’....  .GOG..  £43.  .  . -  - - 

S’ a  i-iji;-:  9  February  J.979 !■  k.Hnnd-v'  Co.-  • ,  d  /Ik. 1984 

i'riacirul  iit'.t  ■j'i  -  .'.'ur:  Robert  C.  Park,  COL,  MO,  US.-- 


Associate  Itnujug.;: act' : 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


frankly:  Walter  Reed  Army  Medical  Center, 
I  Ward  67,  GYN  Outpatient  Clinic 


r.  ,  /..  Department  of  OB- GYN,  GYM  Oncology 
Tn-ut/.Yvc  „  . 

Service 


Koy  Words:  Cis-platinum  in  advanced  carcinoma  of  cervix,  Stage  ITT 


Accumulative  MEDCASE 
Cost:  None 


Accumulative  Contract 
Cost:  None 


Accunmloti  ve  Si 
Cost:  None 


:hStudy  Objective:  To  confirm  the  effectiveness  of  Cis-platinum  in  advanced  and 
recurrent  squamous  cell  carcinoma  of  the  cervix,  no  longer  responding  to  radiation 
therapy  or  surgery.  To  compare  the  frequency  and  duration  of  response,  and 
adverse  effect  of  DDP  therapy  using  three  different  doses  and  treatment  schedules. 
To  evaluate  the  roles  of  serial  determination  of  serum  carcinoembryonic  antigen 
(CEA)  levels  and  determining  extent  of  disease,  response  of  treatment,  and  in 
predicting  treatment  failure.  To  access  re-treatment  with  Cis-platinum  of  patients 

*Tfichnical  Approach:  Patients  who  have  histologically  confirmed  local,  advanced, 
recurrent,  persistent,  or  metastatic  squamous  cell  carcinoma  of  the  cervix  which 
is  resistent  to  curative  treatment  with  surgery  or  radiotherapy  are  eligible.  All 
patients  must  have  lesions  which  are  mensurable  or  evaluable  by  a  physical  exam. 

For  patients  who  are  being  re-treated  with  Cis-platinume,  the  patient  must  have 
a  measurable  recurrent  or  progressive  disease  noted  during  follow-up  after  comp- . 
letion  of  initial  therapy.  Patients  must  demonstrate  a  50%  or  greater  increase 
^lYogress  during  1:1 -50:  Two  hundred  and  sixty-one  patients  were  entered  to  thin 
protocol.  One  hundred  and  sixty- two  patients  were  considered  evaluable. 

No ' abet-  of  sidjjuc.s  studied  la- fore  oo;r> ulei‘- on  of.  skid /:  Approximately  135 

Me  i  tous/uncxnec!  •:•».!  side-  vitVcts  in  .svbj'iete  parti  rip,  v  in;.,  in  project;  None  known. 


Co.:eb.i:  ivr:-.:  There  are  no  significant  differences  in  response  when  three, 
regimens  are  compared.  The  study  is  progressing  satisfactorily  and  it  is 
anticipated  that  additional  patient  entries  will  be  acquired  to  meet  the  objectives 

\u h  u  uRfe-i' s* &r  Abstract.,  FV-  g.p  None. 

TECH  NT  CAL  APPROACH :  of  the  tumor  size  over  the  size  of  completion  of  initial 
therapy.  Patients  must  admit  ail  previous  Cis-platinum  therapy  for  at  least 
three  weeks.  These  patients  will  be  randomized  depending  upon  treatment  status 
to  Regimen  i:  50  mg/n-  TV  every  three,  weeks  X  eight  courses.  Regimen  2: 

100  mg/i.:'>  TV'ev.  ry  three  weeks  X  four  course.  Regimen  3:  20  mg/ m^  IV  for 
live  days  every  three  weeks  X  four  courses.  The  p.tients  will  be  followed  up 
every  four  weeks  after  the  courses  are  completed .  If  progress  Lon  occurs,  the 
pat  ient's  will  be  re- treated  until  progression  after-  the  re-treatment  begins. 


Mtu 


7  October  .1900 


[iVo'ocol  r.o :  4  I > 


xai'Ji;:  Inter;;:!  XX 

' . I  'i :  j  1 


Yittfi  of  JO  "Evaluat  ion  of  Adjuvant  Vi  itori:;  l  int-, 

c  i  i n jtr.y c .  t.'  vt  C*y cl.» .i L.*: j «t! .;i i.vlc  IIva  ^  .». *  ■, •  *■»  ci»«  Cc*!  *  j  I'nor.'*  oi.  1.1k* 

Ovary  After  Rejection  of  all  Cross  Tumor  (Riiase  XI I).1'  COG  i;?, 4. 

Siarjinv;  Dale:  9  February  1979  Tlsti.'nai.cd  Coinploliou  Put*.::  1  9o2_ 

Principal  lnvesU"’alor:  Robert  C.  Park,  COL,  MC,  USA 


Associate  Investigators : 

Paul  B.  Heller,  LTC,  MG,  USA 

Terrel  J.  Michel,  LTC,  MG,  USA 

Facility: 

Walter  Reed  Army  Medical  Center,. 

Ward  67,  GYN  Outpatient  Clinic 

Dept/Svc 

Department  of  03- GYN,  GYN  Oncology 

Service 

i  -  -  , 

Key  Words:  Vincristine,  Actinoraycin-D,  Cyclophosp1uuaI.dc,  gjCrm  cell  tumors  of 
ovary 


Accumulative  MEDCASE 
Cost:  None 


Accumulative  Contract 
Cost:  None 

Accumulati  ve  Supply 

Cost:  None 

-  • 

, 

l'Y-S0  IHEOCASE  Cost: 


i'Ci  iorlU:  Wovien'  lies  tills 

(to  be  filled  in  by  DC1) 


•Study  Objective:  To  evaluate  the  effect  of  combined  profilactic  Vincristine, 
Dactinonryc- !.u  and  Cyclophosphamide  (VAC)  chemotherapy  in  patients  with  ondo- 
derraal  sinus  tumor,  embryonal  carcinoma,  immature  teratoma  (Grade  2  and  3), 
choriocarcinoma,  and  malignant  mixed  germ  cell  tumors  of  the  ovary.  Stages 
1  and  II  after  removal  of  all  gross  tumor.  To  evaluate  the  role  of  serum 
markers,  especially  alphafetoprotein  (AFP)  and  human  chorionic  gonadotrophin 
(beta  HCG)  whan  these  are  present  in  predicting  response  and  relapse.  To 
'Technical  Approach:  Histologically  confirmed  malignant  germ  cell  tumors  of 
the  ovary'.  Stages  I  or  II,  If  previously  untreated  and  completely  resected, 
excluding  patients  with  pure  dysgerralnoma  are  eligible.  Patient?,  with  early 
Stage  III  disease  will  be  accepted  if  all  gross  tumor  is  resected.  After  gross 
resection  of  all  tumor,  negative  biopsy  of  omentum,  negative  peritoneal  washings, 
patients  will  be  placed  on  Vincristine,  Actinomycin,  and  Cytoxan  as  described 
by  protocol..  At  the  end  of  ?/i  weeks  of  therapy,  the  patient,  will  have  a  second- 

Ih'OgTfcSS.-tluriug  i  Y  -;S0:_. There  have  been  27  entries- to -this  protocol.  -  Of  10 
patients  who  have  had  second-look  operation?:,  six  were  negative.  All  patients, 
whether  negative  or  positive  at.  second-look  laparotomy  are  presently  alive-. 


Number  of  subjects  to  be  studied  be  fore  completion  of  study: _ 15-20  per  year . 

.Serious/iutoxpootecl  .side  effects  in  subjects  mini ci  j  >-ii  i up;  in  project:  There,  have  been 
three  Grade  3  WBC  toxocities,  three  Grade  3  G1  tox'icitxes,  and  nine  Grade  3 

,n  curaLogi  oJkoidLcitifia. - ___ - 

Conclusions:  It  is  too  early  for  any  conclusions . 


Publications  or  Abstracts,  FY-SO:  None. 

STUDY  OBJECTIVE:  determine  the  role  of  re-staging  laparotomy  in  determining 
response,  predicting  relapse,  and  planning  further  therapy. 


TKCfiNfCAf.  APPROACH :  look  laparot  omy  performed.  J  J  there  it.  no  evidence  of 
disease,  the  patient  will  have  three  morn  cycle-::  of  VAC.  if  no  progress  ion , 
VAC  .-ill  !>e.  r; topped  .  T.F  progression,  t  he  patient,  will  he  entered  in  n 
protocol  I  or  recurrent,  disease:.  It  at.  re-staging  laparotomy  the  recurrence 
in  noted ,  tlu:  patient  v/ill  be  entered  in  a  ji.r.to:  oi  (or  curret  t  dir. earn:. 


Jit 

'Mf )e  oi.  ’  Yoji.n' :  "Evaluat  ion  of  V  inb  I  a::  L  !  at- ,  B1  oomyc  i  n ,  and  1  - —  . — 

Cis-platinum  in  Stage  Mi  anti  IV  and  Recurrent  Malignant.  Germ  Cell  Tumors  of 
th.  Ovary  (Phase  JIT)."  COG  M 5. 


iSlortinv  -kite:  29  June  1979 


I;  I,-..!  1 !' i  :d*.‘t:  C  a  J  July  M?.? 


Principal  )uvi  Robert  C.  Park,  COL,  MC,  USA 


Ast.oci:tlo  luvesLIgalors: 

Paul  R.  Ileller,  LTC,  MC,  USA 
Terrel  J.  Michel.  LTC,  MC,  USA 


i'aeil  ;iy .  Walter  Reed  Army  Medical  Center, 
Ward  67,  GYM  Outpatient  Clinic. 

D-nt/Sve  Department  of  OB- GYM,  GYN  Oncology 
Service 


Key  Words:  Advanced  germ  cell  tumors  of  the  ovary  treated  with  Vinblastine, 

Bleomycin,  and  Cis-platinum _ _ _ _ _ 

Accumulative  MED CASE  Accumulative  Contract  Accumulative  Supply 

Cost:  _ None  Cost: _ None _  Co&t: _ None 


I'V-SO  iMEDCASE  Cost: 


Periodic  Review  Results: 

I  (to  ba  filled  in  by  DCI) 


St vdy  Objective:  To  evaluate  the  effect  of  four  cycles  of  combine-. 1  Vinblastine, 
Bluur.t/e.i.n,  and  Cis-platinum  (VBP)_  chemotherapy  in  the  management  or  patients 

with  endodermal  sinus  tumor,  embryonal  carcinoma,  immature  teratoma  (all  grades) , 
choriocarcinoma,  and  malignant  mixed  gem  cell  tumors  of  the  ovary  with  advanced 
or  recurrent  disease,  incompletely  resected.  To  evaluate  the  role  of  serum 
markers,  especially  alphaf etoprotein  and  human  chorionic  gonadotrophin  when 
these  are  present  in  predicting  response  and  relapse.  To  determine  the  role 
Technical  Approach:  Histologically  confirmed  malignant  germ  cell  tumors  of 
the  ovary  with  advanced  (Stage  III  or  IV)  or  recurrent  disease,  incompletely 
resected,  excluding  patients  with  pure  dysgermiuoma  (mature  anaplastic)  are 
eligible.  Patients  with  incompletely  resected  Stage  II  disease  are  eligible. 
Patients  previously  treated  with  VAC  are  eligible.  After  the  surgery,  the 
patients  are  placed  upon  four  course  of  Velban,  Bleomycin,  and  Cis-platinum. 

With  progression  of  the  disease,  the  patients  are  switched  to  12  cycles  of 
Progress  during  FY-SO:  There  have  been  21  patients  entered  to  this  protocol 
from  the  entire  GOC. 


Conclusions:  As  expected,  toxicities  are  considered  manageable.  Early  results 

are  encouraging. 


.Pub) i cal  iuti.v  or  Abstracts,  l'Y-SO:  None. 

STUDY  OBJECTIVE:  of  re-staging  laparotomy  in  patients  in  clinical  remission 
in  assessing  completeness  of  response,  and  then  planning  further  therapy.  To 
evaluate  and  compare  the  effect  of  Vincristine,  Pact i.nomycin ,  and  Cyclophos¬ 
phamide  (VAC)  chemotherapy  in  patients  found  to  have  persistent  disease  at 
the.  time  of  re-staging  laparotomy.  To  determine  the  need  for  maintenance 
Vf oblast ine  therapy  in  patients  found  free  of  disease  at  re-staging  laparotomy. 


TECHN1  CAT.  AVPP.OACH:  Vincristine,  Act  Jn.'-r.yc  Liv-D,  and  Cytoxan.  With  complete 
or  partial  re.spon.se,  the  patient,  will  h  av  ••  a  re-staging  laparotomy.  If  there 
is  no  evidence  of  disease,  the  patient  will  be  placed  on  Vinblastine  for 
]R  months.  If  there  is  persistence  of  the  disease,  the  patient  will  he 
placed  on  Vincristine,  Ac  t  i  nomyc  i  n  -P,  .and  Cytoxan. 


Fate:  26  Nov  80  [.Protocol  No:  4.157 

[status:  Interim 

Title  of  Project- 

[  _ _ Final 

Prophylactic  Antibiotics  in  Abdominal  Hysterectomy 


Sf-arLint?  Date:  Apr  79  Isstiiaatcd  Completion  Ui.io:  Mat  80 

.  _*  —  -  *-  ■  -  -  - -  ■  — --  - -  1  "  *** —  — 


Principal  Investigator:  Patrick  Du£f,  M.D.,  LTC ,  MC 


Associate  Investigators: 

Facility:  WRAMC 

• 

None 

Dept/Svc  OB-GYN 

-  ,  ,  -  -  -  - 

Key  Words: 

Antibiotic  Prophylaxis 


Accumulative  IvlEDCASE 

Accumulative  Contract 

Accumulative  3upply 

Cost:  Nona 

Cost:  None 

Cost:  None  to  date 

, _ 

FY-80  MEDCA3E  Cost: 

1  Periodic  J.’e 

:Viu%v  IlesuJiS: 

(to  be  filled  in  by  DC!) 

*Study  Objective: 


The  objective  of  the  study  is  to  deter: . ine  whether  prophylactic  antibiotics 
can  reduce  the  Incidence  of  operative  site  infection  following  abdominal 
hysterectomy. 

^Technical  Approach : 

The  study  design  is  outlined  in  the  complete  protocol  on  file  with  CIS , , 
Prospective,  randomized,  double  blinded. 


*Progress  tLiring  .VY-80:  85  patients  have  bee;>  carolled  ir  the  study  to  'date. 


Number  of  .subjects  to  be  studied  before  completion  of  study.  1 00 
Serious  /unexpected  sick;  e  fleets  in  subjects  participating  in  project: 

Ho  adverse  reactions  to  administration  of  Cefoxitin _ 

Conclusions: 

Data  not  yet  analyzed. 

Funds  utilized,  FY-80:  None 

Publications  or  Abstracts,  FY-80: 


None  to  date 


im 

XX 


Antibiotic  Prophylaxis  in  l.ow  Risk  Cesarean  Section 


Starting  Date:  Apr  79  | 

[Bstimatod  Completion  Date:  Jun  80 

Principal  Investigator:  LTC  Patrick  Duff,  MC 

l 

Associate  Investigators: 

CPT  Paul  N.  Smith 

John  Keiser 

Susan  Strong 

Facility:  WRAMC 

Dept/8vc  OB-GYN 

Key  Words: 

Antibiotic  Prophylaxis  in  Cesarean  Section 


Accumulative  MEDCASE 

Accumulative  Contract 

Accumulative  Supply 

COS^ 

Cost:  Non? 

Cost:  $450.00 

... 

_ 

FY-80  MEDCASE  Cost:  None 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective: 


Please  see  attached  manuscript 


Date: 


26  Nov  80 


['Protocol  No:  4158 


Title  ol  Project: 


[status:  Inter 
f~  Pi  nal 


Technical  Approach: 


Progress  during  FY-80:  Investigation  Completed 


Number  of  subjects  to  be  studied  before  completion  of  study:  82 
Scrious/unexpected  side  effects  in  subjects  participating  in  project:  ^ 

Conclusions: 

Manuscrif  has  been  written. 

4158 

d s  u t.  1 1 :•  e d  ,  Fx-SO:  $450 . 00 

(if. p  g _ Nee  ii  ire  nan  tSj_ 


F  1  --  6  i  :  None 


me:  4  i ;>V 


D.tto: 7_Octobex  19S0  _ f J;ru:->:n: Jvu  jy.j>9 _ _  _ _ |.:-tMu.s:  hdorbr  >;>; 

' . .  ""  V  "  .  I  I'iirj.1 

'j'iMu  of  i'loiecl;  Treatment;  of  Recurrent  or  Advanced  Uterine 
Sarcoma.  A  Randomized  Comparison  of  Adriamyeiu  Versa  u  /.drlariycin  and  Cyclo¬ 
phosphamide  (Phase  III).”  COG  £42. 

St t'A-t) V>: l! e ; 6_ April..  197.9 _ f=vsl iaiatvd  Com: ’let ion  Date: Unknown _ _ 

lYincipnl  Investigator:  Robert  C.  Park,  COL,  KC,  USA 


Associate  Investigators : 

Paul  B.  Heller,  LTC,  KC,  USA 
Terrel  J.,  Michel,  LTC,  KC,  USA 


Facility;  Walter  Reed  Army  Medical  Center; 

Ward  67,  GYN  Outpatient  Clinic 

...  ,  Department  of  OB- GYN,  GYM  Oncology 

Dept/Svc  sJv.ce 


KeyWords;  Chemotherapy  for  recurrent,  or  advanced  uterine  sarcoma. 


Accumulative  MEDCASE 
Cost: _ None _ _ _ 

FY-SO  MEDCASE  Cost: 


Accumulative  Contract 
Cost:  None 


Accumulative  Supply 
Cost:  None 


_ _  J  Periodic  Ite view  Desalts: 

j  (to  bo  filled,  in  by  DC!) 


Study  Objective:  To  determine  if  Adriamycin  alone  is  more  effective  than  Adriamyci 
and  Cyclophosphaau.de  in  producing  reponses  in  advanced  or  recurrent  uterine  sarcoma 
The  second  objective  is  to  determine  if  the  duration  of  response  for  each  treatment: 
arm  is  different. 


Technical  Approach:  Patients  with  primary  Stage  Ill,  primary  Stage  IV,  or 
recurrent  uterine  sarcoma  are  eligible.  Both  patients  with  non-measurable.  and 
measurable  disease  ace  eligible  but  they  may  hr  analyzed  separately.  Patients 
with  all  cell  types  of:  uterine  sarcoma  are  eligible.  Patients  previously  treated 
with  radiotherapy  to  the  pelvic  bed  are  eligible  but.  they  must  have  completed  thlr 
radiation  more  than  three  months  prior  to  entry  on  this  study.  The  patients  will 
have  an  evnloratory  laparotomy,  TAH/BSO,  omentectomy  if  feasible.  The  patient 
Progress  during  FY  -SO:  A.  total  of  56  patients  have  been  entered  into  this 
protocol.  _  • 

Number  of  subjects  to  he;  studied  before  completion  of  .study: _ 75  patients _ _ _ 

Seri ous /unexpected  side  effects  in  subjects  participating  in  project:  There  have  been 


Conclusions:  Regimens  are  well  tolerated  by  patients  entered.  There  is  not 
enough  accrual  at  this  point  to  draw  any  permanent  conclusions.  To  date  there 
have  been  no  complete  responses.  There  has  been  one  partial  response  and  several 

5ht(liicaficmsS or  Abstracts,  FY-SO:  Kone> 


TECHNICAL  APPROACH:  will  then  either  have  radiation  or  not.  After  that, 
Thay^TTflTeTtrati tied  by  regimen  1  to  receive  Adriamycin,  60  mg/m2  IV 
every  three  weeks ,  or  regimen  2  to  receive  Adriamycin,  60  mg/m  TV  plus 
Cyclophosphamide,  500  mg/m2  IV,  both  p'/.-ry  throe  weeks. 


Dpc;  7  Octol>ey_19tlQ _ -41C0 . . . 

Tilled!  }':■  "A  Cl  inical  Pathologic  Study  of  Stage  7 

and  li  Uterine  Sarcoma;;."  COG  Ph 0. 


Sr  dais :  li’tCi'li:'. 


S  ■  r*  t’i  i  t;-.;  (>  August  19/9 __  ,  lu’  'J.hJ  '.''Mi  "• bi'known  _  _  __ 

Pi  i'uip.tl  ItH'esU’stl.o.v:  Robert  C.  Park,  CO!.,  KC,  USA 


Associate  Investigators : 

Paul  B.  Keller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility;  Walter  Reed  Army  Medical  Center, 
Ward  67,  GYM  Outpatient  Clinic 

Depl/ovc  Department,  of  OB- GYM,  GYN  Oncology 
Scrvi ce 


KeyWords:  Clinical  pathologic  study.  Stage  1  and  II,  uterine  sarcoma 


Accumulative  MEDCASK 
Cost:  None  _ _ 

FY-  SO  MED  CASE  Cost; 


Accuni dative  Contract 
Cost:  Gone 


Accumulative  Supply 
Cost:  None 


Periodic  Peview  Hermits: 
(to  I/O  tilled  by  DC!) 


Study  Objective:  The  purpose  of  this  study  is  to  determine  the  incidence  of  pelvic 
and  aortic  lymph  node  metastasis  associated  vith  Stage  I  and  II  uterine  sarcomas. 
The  relationship  of  these  node  metastasis  to  other  important  prognostic  factors 
such  as  mytotic  indexes,  tumor,  and  the  complication  rate  of  the  procedures. 


Technical  Approach:  All  patients  with  histologically  proven  uterine  sarcoma, 
clinical  Stage  I  and  II  who  are  medically  suitable  for  hysterectomy  and  lymph- 
adenectomy  are  eligible  for  this  study.  All  patients  will  undergo,  at  a  minimum, 
a  simple  extrafacial  abdominal  hysterectomy,  bilateral  salpingo-oophorectomy , 
selective  pelvic  and  para-aortic  lymphadenectoxny.  Peritoneal  cytology  will  he 
obtained.  Omental  biopsy  is  recommended  as  an  optional  procedure.  All  histo¬ 
logic  types  of  uterine  sarcomas  are  acceptable. 

Progress  during  FY~bO:  Fifty-five  patients  have  been  entered  into  the  protocol 
to  the  entire  GOG. 


Number  of  subjects  to  J jts  .studded,  before  completion  of  stud1.’:  Unknown. _ 

Seri  out;  /unexpected  side  effects  in  subjects  participating  in  project:  None 

Conclusions:  There  are  no  conclusions  at  this  time. 


Publications  or  Abstracts,  TY-SO:  None 


’  .  46 


"Surgical  Staging  of  Ovarian  Carcinoma. 


'Ciilc  f.i  «*■.  >..  f-! : 
COG  Mi. 


ii 


■i  iw-i  m:;  xx 


Ft  r. r! i  :  (>  April  3  5 V '> . b; : j . . 

IViucip.ii  )  e\vs>  Igalor:  Rob  or  t:  C.  Park,  COL,  MC,  USA 


Associate  luve.sLtgnior;. ■ 

Paul  B.  Heller, LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


IV.niliiy:  Nailer  Reel  Army  Medical  Center, 
Ward,  67 ,  CYN  Outpatient  Clinic 


L  Department  c>f  OB-CYK,  CYK  Oncology 

'  *  Service 


Key  Words:  Surgical  staging,  ovarian  carcinoma 


Accumulative  ALL’ DC  ASM 

Cost:  Kane 


Accumulative  Cent  mat 
Cost:  None 


FY-SO  In  Li.:  DC  ASM  Cost: 


Kone 


Accumulative  Supply 
Cost:  1'0ne 


Periodic  Review  Results: 
(to  be  filled  in  by  DC1) 


=st\td(y  Objective:  To  determine  the;  spread  of  ovarian  carcinoma  to  .intrapc.r  it  once  i 
<•truct.ui.vs  and  retroperitoneal  lymph  nodes  by  direct  cj.aniriaticri,  cytologic 
sampling,  and  biopsy.  To  establish  a  surgical  protocol  for  patients  entered  into 
Gynecologic  Oncology  Group  ovarian  cancer  troacuent  protocols,  to  pet.erm5.rie  the 
complication  rate  of  procedures  outlined. 


Technical  Approach:  All  patients  explored  in  the  investigator’s  institution 
and  found,  to  have  Stages  X,  XI  or  III  (optimal)  ovarian  carcinoma  are  eligible. 
All  histologic  types  of  ovarian  carcinoma  and  differentiation  are  acceptable 
for  entry  into  this  protocol.  Patients  whose  procedures  were  performed  at 
referral  institutions  are  eligible  for  entry  pr  ovided,  that  the  eligibility 
criteria  are  met.  Patients  with  all  histologic  types  of  primary  ovarian  cancer 
are  eligible  including  epithelial  tumors,  germ  cell  tumors,  stromal  tumors,  and 
PfojjTe.'S:*.  (hiring  FY-SO:  Fifty-seven  entries  have  been  made  from  the  entire  GOG 
into  this  protocol.  No  analysis  has  been  made  of  this  data  yet.  .  - 


m 

p 


Number  of  subjects  to  ho  slcilied  b-.-fm-o  cc-nplelion.  pijjbmy : _ unknown 


{various /unexpected  side  effects  in  subjects  participating  in  project:  None  of  note. 


Conclusions:  None, 


i  ' 


Publications  or  Abstracts,  FY-SO:  None. 


TECHNICAL  APPROACH:  all  others.  Tumors  metastatic  to  the  ovary  arc  not 
•aWbUTSTiSuilon.  A  total  nWo.inal  hysterectomy  bilateral  salpingo- 
oophorectomy,  except  .in  young  patients  with  a  unilateral  disease,  are  performed. 
Selective  pelvic  and  para-aortic  lymphadcnector.y  arc  performed.  Omental 
Moony  and  peritoneal  cytology  sampling  in  addition  arc  performed.  The 
dlrohramrv  is  examined  and  a  Pap  smear  and  biopsy  are  perfoimeu  an  this  a.c... 

The  patient  (ben  would  be  entered  into  an  appropriate,  treatment  protocol  ami 

followed  for  five  years. 


t 


Pate:  ‘ V  October  3  9  BO _ h >:•«»' o-rt.l  Nyu A162 .,.n!£.vl£!  xx_ 

'J'ilJe  of  Project:  "A  Random! zed  Comparison  of  Melphalan  Vcrnul* - - - — . . - 

int raperitoneal  Chromic  Phosphate  in  the  t  reatment  of  V.'ocen  with  Siage  J  (Exclusive 
of  Stage  IAi,  Gl;  and  IBi .  Gl)  Epithelial  Carcinoma  of  the  Ovary  (Phase  TIT)," 

GOG  #46. _ _ _____ _ _____ 

PtnriitU:' Pale:  21  August  1979  IdrtliiKilevi  Conpb-A:':  j),  Me.  December  1981 


Principal  lnves ligalo r :  Robert  C. 

Associate  Investigators : 

Paul  B.  Heller,  LTG,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 

Key  Words:  Melphalan,  ICP-32, 


Park,  COL,  MC,  USA 

j  Facility:  Walter  feed  Army  Medical  Oenter 
*  Ward  67 ,  GYN  Outpatient  Clinic 

Department  of  OB- GYP ,  GYN  Oncology 
Service 

pitheliaT  carc.jnota  of  ovary 


Ac ..t'Tiul  uti ve  AjJ};  DCJASM 

Cost  : _ None _ 

FY-SO  MK D CASE  Cost:” 


Aecuu\ula'.i  ■.*  Contract 

Cost:  None 


Aeeiu cut aliv  e  .Supply 
Cost:  None 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


\Study  Objective:  The  purpose  of  this  study  is  to  evaluate  the  relative  e'f fcctTveness 
of  Melphalan  versus  peritoneal  radioactive  chromic  phosphate  as  adjuvant  therapy 
in  Stage  I,  exclusive  of  IAi,  Gl  and  IBi,  Gl  epithelial  cancers  of  the  ovary  in 
a  randomized  prospective  study.  Patients  who  are  eligible  are  those,  with  surgical 
Stage  IAi,  G2,  G3;  IAil;  IBi,  G2,  G3;  IBii ;  and  IC  epithelial  cancer  of  the  ovary, 
FIGO  classification,  who  have  undergone  optimal  staging.  The  surgery  performed 
will  be  total  abdominal  hysterectomy,  bilateral  salpingo-oophorectomy,  partial 
Technical  Approach:  Patients  with  Stage  IAi,  G2,  C-3;  IAii;  IBi,  G2,  G3;  or 
IBii  or  1C  epithelial  cancer  of  the  ovary  are  eligible  for  this  protocol  and 
those  who  have  undergone  optimal  staging. 


Progress  during  FY-SO:  Six  patients  have  been  entered  into  this  protocol.  It 
is  too  early  to  analyze  this  protocol. 


Number  of  subjects  t< 
Serious/ unexpected  a: 


>  he  studied  before  corat'IotioL  of  .slurb.': _ 93  to  each  treatment  firm. 

hie  effects  in  subjects  participating  in  projec  t:  None. 


Coecbi-ioua:  il  is  loo  early  to  form  any  conclusions. 


(Ithi'calic'iS  or  Ahsica:  ’ a,  FY-M):  None. 


STU'iY  OBJECT  I  YE: 

I  h'’,i  h<  random  i  ; 
cv,'  ry  f  on  i  week: 
]  9  mi  1  I  i  enrr  i  es 


omen !  c-r  t  o  v.y ,  and  staging  examinal  c 
to  either  Regimen  1  :  Melphalan,  > 
for  10  course  or  IS  men  A.:-..  Or  K.'gJ 
ini  rapor  i.  tone-all  y  as  a  single  close. 


Thc-se  patients  will 
;:y, /;:.?• /day  X  five  clays 
t:\  2:  chromic  phosphate 


<71 


I> '.to:  7  October  19H0 


IV.vocol  !v;:  4163 


'i'lij-.- of  I'y.i^cc'.:  "A  Phase  II  Trial  of  Ci s-P  lal  iaum  in  t  he 
Treatment  of  Advanced  Gynecologic  Cancer. "  GOG  f26--C. 


Into  ‘-oi1 X 

’  lir-rr 


F;;»rfn:u'  I'u'.a:  .  6  April.  1979  t\sfi:n:u'c:  Cuoul. ••  in-H  >; ■  to :  Unknown 


Ward  67,  GYN. Outpatient  Clinic 


igator :  Robert:  C.  Park, 

,  COL, 

ligntors: 

Fanilr 

,  LTC,  MC,  USA 

— 

Terrel  J.  Michel,  LTC,  MC,  USA 


Kev  Words:  Phase  II,  Cis-platinum,  advanced  gynecologic  malignancy 


D'-nt/tiV'.  U^P^ttmen L  of  03-GYN,  CY N  Oncology 
Service 


A cc umul; . t i va  MI.' D C A S 3 

Cose:  None 


ry-GO  Mi; QCASE  Coot: 


Accumulative  Contract  Accrual 

Cost: None Cost:  _ 

_ None _ I  Periodic  lie  view  Results: 

(to  be  filled  in  by  DC!) 


A ccumul otivc  Supply 
Cost:  None 


Study  Obj  •otiva:  To  determine  the,  efficacy  wf  Cis-platinum  in  Cue  treatment  of 
advanced  or  recurrent  gynecologic  cancers.  A  rejection  type  design  will  be  used 
involving  n  fixed  sample  size  of  25  evaluable  patients  per  disease  site  per  drug 
or  a  combination  of  drugs  studies.  The  design  allows  replacement  of  ineffective 
regimens  by  newer  agents  or  combinations. 

Toehn!e3 1  Approach:  Cis-platinum  appears  to  exert  its  cytotoxic  action  by  cross 
linking  DMA  and  thus  acting  in  a  manner  similar  to  the  bifunctional  alkylating 
agents.  Cis-platinum  lias  demonstrated  activity  in  animals  st  udies  against  tran¬ 
sitional  cut!  carcinoma  in  mice.  Toxicity  trials  in  animals  reveals  jr.yelo- 
suppression,  lymphoid  atrophy,  hemorrhagic  Jntrocoli.t.is,  renal  tubular  necrosis, 
and  cocci  car  damage,  as  well  as  some  degree  of  immunosuppression.  Reports  have 
been  made  on  Phase  1  and  broad  Phase  II  studies  with  this  agent.  Responses  have 

iYogress  during  FV-SQ:  Two  hundred  and  one  patients  have  been  accessed  to  this 

protocol.  Combinations  of  Cis-platinuiu  and  other  regimens  will  be  tested  in 

future  trials.  -  Tumor  categories,  except  epithelial  ovai iau  carcinoma  and  squamous 

cell  cayc i noma  of  the  cervix  continue  to  accrue  cases  for  consideration , 

Number  ct~  subjects  ; w  be  studied  before  completion  of  stud;,':  25  cases  per  disease  site. 

F c r i o: i s/t in ox  f>u  c ;  t c d  hide  eifjots  in  subi/jcls  parti  cin-.tirsg  in,  project;  There  have  been  some 
Grade  3  GT.  toxicity  and  some  Grade  "3  hypokalemia  noted. 

Conclusions:  Cis-platinum  has  marked  activity  as  a  first— line  chemotherapeutic 

in  squamous  cell  carcinoma  of  the  cervix  and  is  active  as  a  second-line  therapy 

for  advanced  adenocarcinoma  of  the  ovary.  The  drug  appears  to  be  active  against. 

endometrial  cavninoma  but  .may  have  limited  activity  in  therapy  of  sarcomas  and 
T’uuuuaUu  ).!  or  Austr.u  IiAmJ:  .  ,  . 

cervical  adenocarcinoma. 

None. 

TECHNICAL  APPROACH:  been  noted  in  testicular  tumors  including  germ  cell  tumors. 
Ovarian  carcinoma,  bladder  carcinoma,  squamous  cell  carcinoma  of  the  head  and 
neck,  and  squamous  cell  carcinoma  of  the  cervix.  Patients  with  histologically 
confirmed  gynocologfe  cancer,  either  recurrent  or  advanced, ^on  initial  presen¬ 
tation  are.  eligible.  Cis-platinum  will  be  given  as  SO  m,g/j:i  '  fY  every  three 
Weeks.  Hydration  will  be  given  at  each  coui.se.  Once  enough  patients  in  any 
disease  category  have  been  treated  with  Cis-platinum,  the  entire:  group  will, 
p.ive  cm  t  .i  the  next,  drug  recommended  in  t  his  COG  protocol. 


T>  7  Oc  Lobov  19 SO 

Ti:i  :  A:  "A  Phnst 

Advanced  Pc:  ' vie  Mai  igna:.; 


|l;- /,K,5 

T!  Trial  of  A  MS  A  in  Patients  V; 
GOG  -20-  1  . 
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Mt, :  21  AitgusJ.  _1979  jt  1  ••  •:  C  o  ; i A  :  b a:  f 

l'i ip;*.1.  by-tor:  Robert'  C.  Park,  GOI.,  MO,  USA 


Unknown 


Associate  Invest o-.:a or.-' : 

Paul  B.  Heller,  BTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


;  facility:  Wall  er  Reed  Array  Medical.  Center, 
j  Ward  67,  CYN  Outpatient  Clinic 

jr- .  Department  of  OB- CYN,  CYN  Oncology 


Service 


Kev  Words:  Phase  II,  AMSA,  advanced  pelvic  malignancies 


Accumulative  MKDCASR 
Cost : _ None  _ 

rv-so  MFDCASS  Cost: 


Accumulative  ( 'on1  mot  Accumulative.  .Supply 

Cost : _ None _ _  Cost _ None _ 

v-,;,  r,  __  r  •  •  kS:  _ 

j  l >o  filled  in  by  J)Oi) 


Study  Objective:  To  determine  the  efficacy  of  AMSA  in  patients  whose  advanced 
malignancies  have  been  resistent.  to  high  priority  methods  of  treatment.  A 
rejection  type  design  will  be  used  involving  a  fixed  sample  size,  of  25  evaluable 
patients  per  disease  site  per  drug. 


Technical  Approach:  AMSA  is  acridine  derivative  with  significant  activity  in 
several  animal  tumors.  The  drug  inhibits  DNA  synthesis  but  has  little  effect 
upon  RNA  synthesis.  It  binds  the  DNA  through  intercalation  and  external  binding. 
It  has  particular  affinity  for  adenine- thyamine  pairs.  In  a  Phase  I  trial 
responders  were  observed  in  a  case  of  lymphangiosarcoma  and  in  a  case  of  ovarian 
carcinoma.  AMSA  is  attractive  because  its  activity  is  about  the  same  as  Adria- 
mycin  but  is  has  less  larger  producing  effects.  The  drug  is  to  be  administered 
•Progress  duriny.  FY-SO:  There  have  been  a  total  of  11  entries  to  this  protocol. 


Nmt'bvr  cl' jji.i'ivclu  !•>  .bn  studied  b  ten  ot»rv-:>lcfclo'.t  of  shi'h: _ 25  patients  per  disease 

tl.:i'io’.i;i/-';i'..vu>:.c{''.u’  k.i. It:  t:lf..*cf.d  i-’.  suojents  partK-ipatinjj  'in  project:  Essentially  none. 

Couclui'ir.n-.:  It  is  too  early  for  any  definit  ive  conclusions. 


Publications  or  Abstracts,  Ft— St):  None. 

TECHN 1  CAL  APPROACH! :  at;  a  dose  of  .120  mg/iru  intravenously,  repeated  every 
four  weeks  as  toxicity  permits.  Patients  who  hove  received  pelvic  and/or 
abdominal  radiation  previously  will  got  90  mg/tn^  at.  the  same  interval. 


Associate  Investigators : 

Paul  B.  Heller,  LTC,  MG,  USA 
Terrel  3.  Michel,  LTC,  MC,  USA 


Facility:  Walter  Reed  Army  Medical  Center, 
Ward  67,  GYM  Outpatient  Clinic 


Dept/Svc 


Department  of  OB-GYN,  GYN  Oncology 
Service 


Key  Words:  Phase  II,  Yoshi--864,  advanced  pelvic  malignancy 


Accuinu)  alive  MI!  DC  ASH 

Cost: _ None 


I  i  — SO  sLLjJC ->  Cost: 


1‘e.rlodic  llevifew  lies  alts. 

(to  l>o  filled  in  by  DC!) 


Study  Objective:  To  determine  the  efficacy  of  YoahK  864  in  patients  whose  advanced 
malignancies  have  been  resistent  to  high  priority  methods  of  treatment,  A  rejection 
type  design,  will  be  used  involving  a  fixed  sample  size  of  25  evaluable  patients 
per  disease  site  per  drug. 


Technical  Approach:  Yoshi-  864  is  a  sul  fonic  acid  cstor  of  aminoglycol  synthesized 
by  EL-me  r  z  ab  inis  a  kur  a:i.  as  an  alkylating  agent  active  against  experimental  tumors 
resistent  to  nitrogen,  mustard  derivitives.  Structurally  it  is  similar  to  busulfan 
but  it  is  active  against  the  L1210  system  in  mice  where  busnlfan  is  not  active. 
Exact  mechanism  of  action  has  bet  been  elucidated.  It  may  have  alkylating  activity, 
'ihe  drug  shows  no  cross  resistance  to  natural-occurring  alkylating  ngent-resis ten f: 
animal  tumors.  First  clinical  studies  with -Yoshi-864  were,  conducted  in  Japan 

Xhrogress  during  Fi-l>0:  There  have  been  six  entries  to  this  protocol. 


Number  of  f.ubieebs  to  bo  studied  !•  fore  completion  of  study: _ 25  per  disease,  site. 

Hrrious/unexpecdeu  aide  clfeo.LS  in  subjects  participating  in  project:  None. 


Conclusions:  It  is  too  early  to  draw  any  conclusions. 


JYibli cations  or  Abstracts,  FY-SO:  None. 

'i  "Ci'.NfCAL  ARV ROACH:  with  encouraging  results  in  chronic  myelogenous  leukemias 
at-  doses.  oE  5-3 00  mg.-  per  day.  In  a  COG  study,  there  have-  been  six  partial 
r'  ..ji'irvifs  reported  in  16  patients  with  ovarian  cancer.  Patient  r.  wl.o  have 
i.  i  • .  f  ologi  cal  I  y  confirmed  advanced  rec.ut  rent  resistent  mei  e.st  at  ic  or  local 
,  nf,<"ol  ogic  cancel-  v/ith  document  ed  disease  progt  e.ssioti  arc  eligible,  for  this 
•  tody.  Yo-.hi  864  wil  l  be  administered  at  2.0  mg/kg/uay  for  5  days  intravenously 
■.!  r  •.■pea  f.-d  every  six  w-eks  as  toxicity  permits. 

’L 


Daf  7  Oct  ober  1900 


{Krotov  1  ivj;  4167 


ISta'.us:  lit1,  ci  i;:'  XX 


'.1  it  bj  oi  IV*  *jO<:1  :  "A  Pliant*  1  !  Randomized  Studs'  of  AdrA.:.  ,'civ,  .  "* 

Plus  Cy  c  lopho:.  pi  tain  1  d  <  •  Versus  Adrlunye  i  n  Plus  Cyclop:  osphauii  do  Plus  C i  s- pi  al  i  :u::  i 
in  Patients  with  Advanced  Ova j-j an  Adenocarcino:  i,  Se:.op fiital  Stage,  ill,  Stage  IV, 
and  Recurrent.  ”  COO  *47 .  ,  . .  . 

• i  i v  AL-ir j?i. August  ..  '  A  l98L_ 

jVb;1  ic';J  itiVv'S'. Robert  Parle,  Ct)J.,  MC,  PSA 


Associate  Investigator?: 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility:  V, ’alter  Reed  Army  Medical  Center, 

Ward  67,  CYN  Outpatient  Clinic 

r,  /r.  Department:  oi  OB-GYN,  CYN  Oncology 
Dapt/.Svc  Servjc;e 


Keywords:  Adriamycin,  Cytoxan,  Cis-jd  atinum  treatment  in  advanced  adenocarcivic.ua 

of  the  ovary. 


Accumulative  MEDCASH 
Cost None _ 

l'Y-XO  Ml-DCASE  Cost:  -  .... 


Accumulative  Coid  met 

A 

Cost:  None 

!  '  c 

‘‘Study  Objective:  To  determine  if  the  addition  of  Cis-platinum  to  Adriaaiycin, 
plus  Cyclophosphamide  improves  remission  rate,  remission  duration,  or  survival 
in  Stage  IV,  suboptimal  Stage  III,  and  recurrent  ovarian  adenocarcinoma.  To 
determine  the  frequency  and  duration  of  true  complete  remission  using  these 
regimens  as  judged  at  a  second-look  laparotomy. 


Technical  Approach:  Patients  who  have  been  diagnosed  as  Stage  IV  and  suboptimal 
Stage  III  primary  cases  or  recurrent  cases  are  eligible.  Suboptimal  Stage  III 
is  defined  as  those  Stage  III  patients  with  at  least  one  residual  lesion  at  the 
time  of  surgery  equal  to  or  greater  than  3  cm.  in  the  largest  diameter  in  the 
abdomen  or  pelvis.  Histologic  types  eligible  are  serous  adenocarcinoma ,  mucinous 
adenocarcinoma,  clear  cell  adenocarcinoma,  endometroid  adenocarcinoma,  undif¬ 
ferentiated  carcinoma,  or  mixed  epithelial  carcinoma.  Patients  with  measurable 
Progress  (hiring  1  Y-bO:  Two  hundred  and  eight  patients  have  been  entered  into 
this  study. 


Number  •„■£  sibiee:..  la  be  studied  b-  tor  •  ec  int'lenoii  of  a:  400 


Serious/ unexrv.cd o< !  side  ottVeis  in  f.ubjc-ets  paniclp-d  ie.  p-ojer-.f,:  Renal ,  toxic i  ty,was 
was. observed  in  42.6  patients  in  cases  who  rqcenvee  Cis-olat  j  nun;  $11  were  raid 
toxicj.t.ios  except  for  one  case.  Fourteen  v.ni,  and  3  platelet*  toxic i ties  of  severe 


toxic  it  1 05;  exc  e  pt_  f 
Guild  u^ion-s :  None. 


grade 


Publications  or  AV>S  tracts,  FV-SO:  None. 


cn 


PROTOCOL  ;,G.  4 XbJ  CONTINUED 


TECHNICAL  APPROACH:  disease  and  patients  Without  measurable  disease  is  a 
.separate  category  and  will  bo.  evaluated.  The  patients  v/ill  be  stratified 
by  perforntar.ee  and  measurable  versus  non -measurable  disease  entered  into  , 

the  protocol  and  then  randomized  to  Regimen  1:  including  Adriam.ycin ,  50  mg/m 
IV,  Cyclophospbami.de,  500  mg/m  IV  every  two  weeks  for  eight  courses  versus 
Regimen  2:  Adriatnycin,  50  mg/m^,  Cyclophosphamide,  500  rag/iri^,  and  Cis- 
platinum,  50  rcg/m-,  all  given  IV  every  three  weeks  for  eignt.  courses.  After 
these  course,  a  second-look  laparotomy  will  be  performed.  Patients  with 
complete  response  will  be  maintained  on  Cyclophosphamide,  500  rag/m-  every 
three  weeks  for  an  addition  of  12  months.  Patients  with  partial  response 
or  stable  disease  will  be  taken  off  tbs  study. 


f 


Date:  26  Nov  80  "Tf'roioeol  Ni<:  4168_  |Sr:ilu3:  Interim  X 

.  . -  -  -  •  •  |  '"  Final 

Title  of  Project:  - 

Comparison,  of  Two  Antibiotic  Regimens  feu  the  Treatment  of 
Soft  Tissue  Pelvic  Infections 


Starting  Date:  Aor  79  Estimated  Completion  Date:  Apr  80 

Principal  Investigator :  Pa t r i ck  Du f  f ,  M 

.D . ,  LTC ,  MC 

Associate  Investigators:  None 

Facility:  WRAMC 

Dept/Sve  ob-ct:' 


Keywords:  .  , 

Antibiotic  Treatment  of  Pelvic  Infections 


Acdjxnulntiv  e  MED  CAS  E 

Accir 

nv  dative  1 

Contract 

A  c  c  j  :u  i  u  ]  a  ti  V  e  f  >  u  j  j  . )  1  y 

Cost:  None 

Cost: 

None 

Cost:  None  to  Pate 

. 

FY-30  ME  DC  ASF  Cost:  None 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


■Study  Objective: 


The  purpose  of  the  study  is  to  compare  the  efficacy  of  Cefoxitin  versus  the 
combination  of  Penicillin  and  Gentamicin  for  treating  a  variety  of  pelvic 
infections. 


Technical  Approach; 

The  entire  treatment  protocol  is  on  file  with  CIS. 


Progress  during  FY-80:  75  patients  have  been  enrolled  in  the  study  to  date. 


Number  of  subjects  to  be  studied  he  fore  completion  of  study:  1  DO 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  At  the  present  time,  there  is  no  statistically  significant 

difference  between  the  two  regimens. 

Publications  or  Abstracts,  FY-SO:  None  to  date 


4  K>9 


Palo:  i  7  r\,~» 


Protocol  Ko:  4149 _  fetatus:  Interim  x 


.  .  .  I  Final 

ii tie  of  Project:  1 

Effectiveness  of  Heat  Lamps  .and  Surgigators  in  Promoting  Comfort  and  Healing 
of  Median  Episiotomies. 


Starting  Date: 


stimated  Completion  Date:  pcc  1980 


Principal  Invest! gat-Or.  Clifford  Simons,  ANC 


Associate  Investigators: 


Facility:  WRAMC,  Units  43,44 


LTC  Reuben  B.  Bowie,  ANC 
CPT  Marcia  Kossman,  ANC 


Dept/Svc  Nursing  Research  Service 


Key  Words: 

Median  Episiotomies,  Healing 


A  c  ci  imulati v o  ME  D  CAS E 
Cost:  0 


FY-80  MED  CASE  Cost: 


Accumulative  Contract 

Cost: _ 0  _ _ 


A  c cure  u  1  ative  Supply 

Cost: _ 0 


Periodic  Review  Results:, 
(to  be  filled  in  by  DCI) 


Study  Objective: 

To  determine  whether  there  is  any  difference  in  the  rate  of  healing  and/or 
the  patient's  expression  of  comfort  depending  upon  the  post  episiotomy  care 
regime  used. 


•  Technical  Approach: 


No  change  from  protocol  submitted. 


Progress  during  FY-80: 


88  subjects  accrued. 


Number  of  sub  tacts  to  be  studied  before  completion  of  study:  ,nn  .. 


Serious/ unexpected  side:  effects  in  subjects  participating  in  project: 


•  ror  uJa  or  mis  lunn,  am  o**C 


iil.FfcfitNCE  OH  OFFICE  SYMBOL 

,  IISSVP-XR 

ii 


suaj:-:cr 


Response  to  reviewer  connects  on  1;V  80  APR 
for  work  Unit  “  4169 


C,  Dept  Clin  Invest 


C,  Nsg  Rsh  Sve 


8  Dec  1980 
MAJ  Sou  tliby/ab/ 2026 


1.  It  is  understood  that  no  money  was  spent  on  this  work  unit  in  FY80. 

2.  The  original  budget  request  of  $800  ($300  for  data  analysis  and  $500  for 
presentation  and  reprints)  was  insufficient  onsi during  current  costs. 

3.  The  funding  request  for  FY81  added  the  following  to  the  original  budget  request: 

a.  $100  for  consumable  supplies 

b.  $150  for  reprints  (Reprints  may  be  a  separate  charge  foi  example  $200  for 

Milt Med) . 

c.  "$500  for  travel  for  an  additional  investigator  (3  people  arc  conducting  Hr 
study) . 

4.  This  request  is  $750  above  the  orginal  amount  requested. 


JANET  R.  SOUTIiBY  ^ 

MAJ(P),  ANC 

C,  Nursing  Research  Service 
lvRAMC 


DAi  ruj  i2  2495 


KH-i on  foiiM  ac,  i  xir.Ti-io  Mi.- : ;  i- s  o!  which  WiiL dl 
ILVJfcD  AND  UU-0  UNTIL  1  TUI  1>3  UML.'.b^  iUOYUI  tXHAUDTLD. 


irU&CfO:  Uy  v-Sij-I3..aiib9 


WORK  UNITS 


Smiiis:  Interim  XX 
Final 


Daf 


7  October  1980 


Tjv 


otocol  N’o:  4170 


TiMe  of  Project:  "A  Phase  II  Trial  of  Chlorozotocin  in 
Patients  with  Advanced  Pelvic  Malignancies."  GOG  #26-11. 


Stal'd nu  Dale: 

{Estimated  Completion  Dace: 

Unknown 

Prilled pal  Investigator : 

Robert  C.  Park,  COL,  MC,  USA 

f 

Associate  Investigators: 

Paul  B.  Heller,  LTC,  MC,  USA 
Terrel  J.  Michel,  LTC,  MC,  USA 


Facility:  Walter  Reed  Army  Medical  Center, 
Ward  67,  GYM  Outpatient  Clinic 


_  Department  of  OB-GYN,  GYN  Oncology 

p  '  Service 


Key  Words:  Phase  II  Chlorozotocin,  advanced  pelvic  malignancies. 


Accumulative  FIEDCASE 
Cost:  None 


Accumulative  Contract 
Cost:  None 


Accuraulaii ve  Supply 
Cost:  None 


FY-SO  MEDCASE  Cost: 


Nona 


Periodic  Review  iiooults:_ 
(to  be  filled  in  by  PCI) 


Study  Objective: 


Technical  Approach: 


Progress  during  FY-t-O:  To  date,  no  patients  have  been  placed  in  this  protocol 

from  the  entire  GOG. 


Number  •_  f  m.biect  s  t- 


studied  before  completion  of  study: 


Serious/une.'-^JcctPt!  side  effects  in  subjects  participating  in  project: 


C<  >i: 


Public;1.!  ions  or  Abstracts,  FY-M: 


4* 


UCI.I/.ICI  i;uu 


i  i  :  .  t  » 


Title  oc  Project:  "A  study  of  Progestin  Therapy  in  a  Randomizlrd - 

Comparison  of  Adriamycin  Versus  Aur  iansycin  Pius  Cyc  j ophospLani.de  in  i-at  j  ent.s  with 
Advanced  I-indonetrial  Carcinoma  After  Hormonal  Failure."  GOG  "48. 


in  7.,i..  i a.ao  ~E-b;li::i:-.tvn  Co  ‘’.nle.io'i  Into: 


Principal  Investigator:  Robert  C.  Park,  COL,  MC,  USA 

Associate  Investigators :  Facility:  Walter  Reed  Army  Medical  Center, 

Ward  67,  CYN  Outpatient  Clinic 

Paul  B.  Heller,  LTC,  MC,  USA  - - - * - - - 

Terrel  J.  Michel,  LTC,  MC,  USA  Dent/Svc  DePartraent  of  OB- CYN,  GYN  Oncology 

'  *  Service 


Key  Woi’ds:  Advanced  endometrial  carcinoma,  hormonal  failure,  Adriamycin,  Cytoxan. 


Accumulative  MFDCASE 
Cost: _ None _ 

FY-SO  MEDCASE  C-ost: 


Accumulative  Contract 
Cost:  None 


Accumulative  Supply 
Cost:  None 


_ None _ _ 


Periodic  Its  view  Results: 
(to  be  filled  in  by  DC'X) 


Study  Objective:  To  evaluate  the  response  of  advanced  or  recurrent  endometrial, 
carcinoma  < o  oral  progestine  In  patients  who  have  received  no  prior  hormonal 
therapy.  To  compare  a  combination  of  Adriamycin,  and  Cyclophosphamide  or 
Adriamycin  alone  as  therapy  for  advanced  or  recurrent  endometrial  carcinoma 
which  no  longer  responds  to  or  has  failed  to  respond  to  progestins  in  patients 
who  have  received  no  prior  cytotoxic  drugs.  Confirmation  of  the  report  at  37% 
response  rate  of  advanced  or  recurrent  endometrial  carcinoma  to  Adriamycin. 

Technical  Approach:  Patients  must  have  documented  primary  Stage  III,  primary 
Stage  IV  recurrent  or  residual  endometrial  adenocarcinoma,  adenoacanthoma,  or 
adenosquamous  carcinoma.  Those  patients  with  positive  cytology  as  evidence  of 
spread  are  eligible  as  non-neasurable  disease  cases.  Those  patients  with  prior 
hormonal  * herapy  wi'l  be  entered  directly.  Those  patients  with  no  prior  hornonal 
therapy  wj  receive  i’rovera,  50  mg  t.i.d.  until  progression  of  disease.  Patient?; 
then  must  >>e  off  therapy  for  three  weeks.  They  will  then  be  randomized  to 
Progress  during  Fl'  -SO:  There  have  been  39  entries  to  this  protocol. 


Number  of  AT  to  ho  studied  h-:l'oro  completion  o:  study:  100  per  yea r _ 

Serious/unc.-'cn-acted  rule  effects  in  subjects  pnnicipnting  in  project:  None  of  note. 


Conclusion* :  If-  is  too  early  for  conclusions. 


Publications  or  Abstracts,  FY-30:  None. 

STUDY  OBJECTIVE:  Confirmation  of  survival  benefits  responders  to  cytotoxic 
drugs. 


TECHNICAL  APPROACH : ’  Regimen  1:  Adriamycin,  60  r.g/n^  IV  every  three  weeks 
for  eight  courses  or  F'-gimen  2:  Adriamycin,  60  r.ij/r.i"  T\  every  three  weeks 
for  eight  courses  plus  Cy<  .opium  phanti  da,  500  J  •  every  tnree  weens  for 

eight  cour  -s.  Responders  will  be  followed  ”.p  at  the  complet’.on  of  therapy. 
Patients  With  progression  vi.il  be  placed  on  ••notlier  'rotorol. 


Dat0;  18  SEPT  80 


Protocol  No:  <1514 


Title  of  Project:  CLinical  Evaluation  of  Indium  111  DTPA 


Stahis:  Interim  x 


!  Final 


Starting  Date:  25  JUN'  / 4 


"stimatec!  Completion  Date:  Indeterminate 


Principal  Investigator:  Douglas  van  nostrand,  m.d.,  maj,  mc 


Associate  Investigators: 


Facility:  Walter  Reed  Army  Medical  Center 


Asaf  Durakovic,  M.D.,  MAJ,  MC 

James  Corley,  MAJ,  MSC  Deot/Svc  mi  ,,  . .  .  _ 

„  .  ,  .  „  r  „  cpi./u>¥„  ,Nuclear  Medicine  Servic 

Richard  Stot  ler,  MAj  ,  MSC 


Key  Words: 


Accumulative  MEDCASE 
Cost:  no::e _ _ 

FY-SO  MEDCASF  Cost:  wnyp 


Accumulative  Contract 
Cost:  non'"  _ 


Accumulative  Supply 
Cost:  NONF 


;  Periodic  Review  Results: 
I  (to  be  filled  in  by  DCI) 


Study  Oojective:  The  purpose  0f  this  study  is  to  evaluate  the  efficacy  and 
safety  of  the  radiopharmaceutical  Indium  111  DTPA  in  the  evaluation  of 
cerebral  spinal  fluid  flow. 


Tecmrucal  Approach:  No  modifications  have  been  made  to  the  original  protocol. 


Progress  during  FY-SO:  During  the  period  of  1  October  1979  through  18 
September  1930,  a  total  of  14  patients  were  studied. 


Number  of  subjects  to  be  studied  before  comoletion  of  study;  ao 


Serious/ime.vpectc-d  side  effects  in  subjects  participating  in  project: 

■  S  e  v  a 1 1 1 1 h  e d  s  h  vet 


Conclusions:  (,,o  ,  .  . 

'.bee  attached  :n 


V' 


~  .  ^  -  w  iru  a-  ^  js  j  7  J 

For  u«»  of  tKI*  for-%  aao  AS  340-1  5*  it*  pro^a«*n!  o,.ncy  l»  TACC3H* 


Annual  Progress  Report  -  Work  Unit  #4514 


l0  Clinical  Investigation 
WRAMC 


FR<:iM  C,  Nuclear  Medicine  Svc.  DATE  5  dec  80 


WRAMC 


CMT  1 

MAJ  Van  Nos t ra nd /msm/6 1  1 86 


1.  No  other  conclusions  can  be  obtained  from  the  14  patients  who  have  been  studied 
to  date. 

2.  It  is  important  to  emphasize  that  the  purpose  of  this  protocol  is  two  fold. 

(a)  A  protocol  must  be  in  effect  in  order  for  Walter  Reed  Army  Medical  Center  to 
obtain  FDA  Phase  III  IND  radiopharmaceuticals,  (b)  The  objective  of  the  Phase  III 
study  is  for  evaluation  of  the  safety  of  the  radiopharmaceutical  Indium  111  DTPA 
as  noted  in  the  Annual  Progress  Report. 

- -  ^ 

DOUGLAS MaA.N  NOSTRAND,  H.D. 

MAJ,  MC 

C,  NUCLEAR  MEDICINE  SERVICE 


•i  ■■  •  j—  RtPLACci  OO  FOAM  )!,  dKiCH  IS  OalOlETt. 

,'A  >n  n  £ut^PrJ 


©aSPOSSTaOM 

For  u«o  of  fKi •  form*  aR  340-15#  tSo  proponant  e;»r>cy  !•  TAGCEN. 

REFERENCE  CR  OFFICE  Sr-BOL 

SUBJECT 

HSWP-XN 

REQUEST  FOR  EXTENSION  OF  PROTOCOL  #4514 

TO  CLINICAL  INVESTIGATION  COMM.  FROM  cf  NUCLEAR  MEDICINE  SVC.  DATE  SEPT  80  CM1 

WRAMC  WRAMC  msm/61186 

1.  TITLE  OF  PROJECT:  Clinical  Evaluation  of  Indium  Ill  DTPA. 

2.  INVESTIGATORS:  Douglas  Van  Nostrand,  M.D.,  MAJ ,  MC 

3.  STATUS:  The  present  protocol  is  subject  to  termination  on  30  September  3980 
since  it  has  been  in  effect  for  three  years.  This  request  is  to  continue  this 
protocol  for  an  additional  extension  of  3  years.  Indium  111  DTPA  is  still  under 
Phase  III  investigation  with  the  Food  and  Drug  Administration.  Presently,  it  is 
stiil  considered  the  radiopharmaceutical  of  choice  for  studying  the  physiology 

of  cerebrospinal  fluid  flow.  The  progress  report  to  date  is  as  noted  on  append;:: 
C.  Only  one  adverse  reaction  has  been  noted  i.  the  last  year.  As  noted,  the 
conclusion  was  the  reaction  was  not  due  to  the  product. 

4.  IMPACT:  As  previously,  there  is  no  impact  on  any  other  service  or  depart¬ 
ment. 

5.  FUNDING:  There  is  no  requirement  for  funding.  The  radiopharmaceutical 
is  purchased  from  the  Nuclear  Medicine  supply  funds. 


DOUGLAS  JAAN  NOSTRAND,  M.D. 
MAJ,  MC 

C,  NUCLEAR  MEDICINE  SERVICE 
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1 0;J  5 /UNEXPECTED  SIDE  EFFECTS  IN  SUBJECI  PARTICIPATING  IN  PROJECT: 

adverse  reacci sr,  was  reported.  A  meningitis  type  reaction  hours  posc- 
yccion  in  a  5  year  old  female  patient  was  noted  by  the  attending  physician. 

injection  was  difficult  with  several  attempts  made  to  place  the  spinal 
■die  intrathecal  ly.  Subsequent  evaluation  revealed  negative  cultures  of  the 
rubrospinal  fluid.  The  pyrogen  test  (limulus  lysate  0.125  ng/ml  level)  of 
,o  product  was  negative.  Blood  agar  plates  of  the  product  were  negative. 

reaction  was  felt  not  to  be  due  to  the  product,  however,  the  specific 
•lology  was  undetermined.  Another  patient  received  a  dose  from  the  same  lot 
rn.wn  at  the  same  time  and  injected  within  30  minutes  of  this  patient.  This 
itter  patient  experienced  no  adverse  reactions. 

-o  results  of  the  14  patients  studied  over  the  above  interim  are  described 
->  follows: 

a.  8  normal  studies. 

0  '  b  .  1  subop  c  ■  tra  1  . 

c.  1  normal  pressure  hydrocephalus, 

d-  3  abnorrirtl  tracer  distribution  with  blockage  of  CSF  flow, 
e.  1  conou’  <rati  hydrocephalus. 
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INVESTIGATIONAL  PROGRESS  REPORT/RCS  MED -254 


1.  The  foil  oh  i  nr;  i  <  an  interim  progress  report  for  invest  I  gar  i  ona  1  drugs  accord¬ 
ing  to  I’aiagrapu  1,  AR  40-7. 

2.  IDENTIFICATION  OF  STUDY:  Clinical  Evaluatici  of  Indium  11 1  DTPA. 

3.  INVESTIGATOR:  Douglas  Van  Nostrand,  M.D..  MAT ,  MO 

4.  LOCATION  OF  STUDY :  Walter  Reed  Army  Medical  Center,  Nuclear  Medicine  Service. 

5.  NUMBER  OF  SUBJECTS  INVOLVED:.  14 

6.  NARRATIVE  OF  PROGRESS:  '1  lie  results  of  the  14  pat  •  mil. studied  over  the  above 
interim  are  described  as  follows: 

a.  8  normal  studies. 

b.  1  subopt  itnal. 

c.  1  normal  pressure  hydrocephalus. 

d.  3  abnormal  tracer  distribution  with  blockage  ,,{  C.SF  {.jew, 

e.  1  communicating  hydrocephalus. 

7.  ADVERSE  REACTIONS:  One  adverse  reaction  was  reported.  A  meningitis  type 
reaction  24  hours  post-injection  in  a  5  year  old  female  patient  was  noted  by 
the  attending  physician.  The  injection  was  difficult  with  several  attempts 
made  to  place  the  spinal  needle  intrathecally.  Subsequent  evaluation  revealed 
negative  cultures  of  the  cerebrospinal  fluid.  The  pyrogen  test  (limulus  lysate 
0.125  ng/ml  level)  of  the  product  was  negative.  Blood  agar  plates  of  the  product 
were  negative.  The  reaction  was  felt  not  to  be  due  to  the  product,  however,  the 
specific  etiology  was  undetermined.  Another  patient  received  a  dose  from  the 
same  lot  drawn  at  the  same  time  and  injected  within  30  minutes  of:  ihis  patient. 
This  latter  patient  experienced  no  adverse  reactions. 

8.  DISPOSITION  OF  UNUSED  SUPPLIES:  No  supplies  wert  unused. 


DEO:  14  SKr  SO 

[Protocol  No:  4521  | 

Stains :  Interim  x 

Title  of  Project: 

Technetium  99m  I’yr  idoxyl  idenegl  utainatc 

Pinal 

(99rnTc  PC)  for  Diagnosis  of  Hepatobiliary  Disease. 


Starting-  Date:  7  NOV  78 
Principal  Investigator: 


(Estimated  Completion  Date:  r;ov  ri 


DOUGLAS  VAN  NOSTRAND,  MAJ,  USA,  MC 


Associate  Investigators: 

Asaf  Durakovic,  MAJ,  USA,  MC 


KeyWords: 


Facility:  Walter  Reed  Array  Medical  Center' 


Dept/Sve  Nuclear  Medicine  Service 


Accumulative  MEDCASE 

FY-80  MEDCASE  Cost:  NONE 


Accumulative 
Cose: ?  *  ■  i  \j  f.- 


Contract 


Accurc.nlo.tive  Supply 
Cost: _ 


Periodic  Review  Results: 
(to  be  filled  in  by  DC1) 


Study  Objective:  The  purpose  of  this  study  is  to  evaluate  the  clinical  .efficacy 
of  Tc  99m  PG  as  a  diagnostic  hepatobiliary  and  gallbladder  agent.  .  . 


Technical  Approach:  No  modifications  have  been  made  to  the  original  protocol 
in  regard  to  technical  approach. 


Progress  during  FY-80:  During  the  period  of  1  Oct  79  through  34  Sep  BO,  a 
total  of  28  Tc  PG  studies  were  performed. 


Number  of  subjects  to  be  studied  before  completion  of  study:  25 _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  No  a<jVerse 
reactions  have  been  noted  in  any  of  the  above  studies.  _ 


Conclusions: 


(See  attached  sheet) 


CONCLUSIONS:  A  total  of  28  Tc  P6  studies  were  performed, 

of  studies  were  as  follows: 


The  distribution 


( 1 )  16  Normal  studies,  (2)  3  studies  with  a-:-'  Teased  liver 

function  and  dilated  duces,  (3)  1  study  with  non-visualization 
of  the  gallbladder  with  prominent  ducts  [pancreatic  carcinoma 
(4)  7  studies  with  non-visualization  of  the  gallbladder  with 

acute  cholecystitis,  (5)  1  study  with  decreased  liver  function 
and  normal  ducts. 
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oci  GLAf.  nostra;-; r».  h.d. 

••f  A  J  ,  M C 

CHIEF,  NUCLEAR  MEDICINE  SERVICE 


ANNuaL  PROGRESS  REPORT  IN  CONCORDANCE  WITH  PARAGRAPH  7  AR  40-7. 


1.  Study  Title:  Technetium  99n  Pyridoxyiideneglutamace  (Tc99m  PC)  for 

Diagnosis  of  Hepatobiliary  Disease. 

2.  Location  of  Study:  Walter  Reed  Army  Medical  Center 

3.  Number  of  Subjects  Studied:  28 

4.  Progress  Report;  A  total  of  28  patients  have  been  studied  with 

TcPG.  No  adverse  reactions  have  been  noted  in 
any  of  the  studies.  The  distribution  of  studios  were  as  follows: 

(1)  16  normal  studies,  (2)  3  studies  with  decreased  1  :  •••r  function 

ar.d  dilated  ducts,  (3)  1  study  with  non-visualization  of  the  gall¬ 
bladder  with  prominent  ducts  [pancreatic,  carcinoma],  (4)  7  studies 
with  non-v  i  .nua  1  i  zat  ion  of  the  gallbladder  with  acute  cholecystitis, 

(5)  1  study  with  decreased  liver  function  and  normal  ducts.  This 
information  was  reported  to  the  IND  holder  who  is  Dr.  Robert  Lull 
at  Lettermar.  Army  Medical  Center. 


Project  Future:  It  is  anticipated 


add  >'■  ’■  or. ' 


will  be  studied  before  the  protocol  is  completed. 

6.  No  unused  suppli.es  of  invast  igafiona).  drug  require  disposition. 

1  r  J  J  f 


DOUGLAS  V  v-i  NOSTRAND,  H  E. 
MAJ,  MC 

C,  NUCLEAR  MEDICINE  SERVICE 


Facility: 

USAMRIID,  Ft  Decrick 


Dept/Svc 


Accumulative  ALEDCAS2 


Fi -SO  MEDCASE  Cost: 


Accumulative  Contract 
Cost:  None 


Acciunulative  Supply 
Cost:  S500 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  obtain  data  that  will  contribute  to  the  determination  of  both 
a  therapeutic  and  a  prophylactic  dosage  of  3otulism  Immune  Plasma  (Human) ■ 


Technical  Approach:  Administration  of  300  ml  of  Botulism  Immune  Plasma  (Human) 
Intravenously.  Routine  blood  volume  determination  using  standard  radioisotopic 
technique,  assay  of  sequential  blood  samples  for  the  detection  of  aquire  i  anti¬ 
bodies  to  botulinal  toxins. 


Progress  during  FY-80:  The  relationship  between  the  quantity  and  titer  of  immune 
plasma  administered,  the  predicted  recipient  titer  and  the  passively  aquired  titer 
has  been  determined  in  five  human  volunteers. 


Number  of  subjects  to  bs  studied  before  completion  of  study:  ian _ 

Serious/’ unexpected  side  effects  in  subjects  participating  in  Project:  .. 

None 

Conclusions:  Half-life  values  for  the  neutralising  activity  of  infused  SI? 

averaged  21-27  days.  In  4  of  5  volunteers,  the  actual  period  of  ''protection' 

equaled  or  exceeded  the  predicted  period  of  "protection",  indicating  the 

teas ibibitv  of  making  suctumrcdictions. 

Rioncatiorrs  or  Aosfrncfs,  F\-bO: 


or 


o 


runes  utilized.  ri-o'J:  None 


nnciinr  i‘.sciure"'.ep.ts .  ti'-ol:  Yes 

Personnel :  (name  and  grade)  None 

Equipment :  (describe  in  detail  including  cost)  None 

Supplies :  (consumable,  animal  purchase)  Supplies  for  5  blood  volume' 

determinations 

Iravej. :  (mission  oriented,  training  and  presentation)  None 

Other:  (equipment  rentals,  contracts  for  service;  animal  care  and 

reprints)  Nono 


Date: 


Protocol  No: 


4523 


t 


Date:  1  Protocol  No:  4523 

Status:  Interim  XX 

Title  of  Project.  Determination  of  Glomerular  Filtration  Rate 
Using  Radiotracer  Techniques. 

i 

Final 

Principal  Investigator: 

Associate  Investigators: 

MAJ  D.  Van  Nostrand,  MC 

COL  J.  Light,  MC 

1 

Facility: 

WRAMC 

Dept/Svc  Nuclear  Medicine  Service 

Key  Words: 

Accumulative  USD  CASS 
Cost:  0 

Accumulative  Contract  Accumulative  Supply 

Cost:  0  Cost:  0 

F5T-S0  MSDCAKJd  Cost:  0  Periodic  Review  Pursuits: 

(to  be  filled  in  by  DCI) 

Study  Objective: 

Technical  Approach.: 


Progress  during  FY-80:  This  3tu(jy  requires  certain  equipment  as  described  in  the 

protocol.  Funds  to  purchase  this  equipment  are  being  sought,  and  the  project  is  ex¬ 
pected  to  be  activated  upon  their  acquisition. 

Number  of  subjects  to  bo  studied  before  completion  of  study; _ 50  -  75 _ 

Sci'ious/im.e.-qpected  side  effects  in  subjects  participating  in  project:  j. 


le 


Conclusions: 


!>-»*.  •  .  Jj 


Publications  or  Abs 


Fx'-SO: 


Work  Unit  No.  :4601 


Title  of  Project  :  Participation  in  the  National  Cooperative 
Study  of  Early  Hodgkin's  Disease. 

Investigators  *. 

Principal  Investigator  :  George  B.  Hutchison,  M.  D. 

Project  coordinator  at  Harvard  School  of  Public  Health. 

•• 

Associate  Investigator  :  Jeffrey  Berenberg,  M.  D.  and  William 
Neglia,  M.  D.  at  Walter  Reed  Amy  Medical  Center. 

2C)  associate,  investigators  at  other  collaborating  centers. 

Objectives  :  To  determine  the  effects  on  survival,  disease  extension , 
and  complications  of  therapy  of  differing  irradiation  volumes  in 
treatment  of  early  staged  Hodgkin's  disease. 

Technical  Approach  :  This  clinical  trial  study  was  randomised  and 
prospective..,  comparing  localized  irradiation  to  clinically  involved 
region  with  extended  field  irradiation  to  clinically  involved  region 
plus  regions  suspected  of  being  sites  of  sub -clinical  disease, 

— ^  1 

Progress  and  Results  :  An  interim  report  was  distributed  August, 1979. 
Localized  recurrences  have  appeared  in  significantly  greater  fre¬ 
quency  in  patients  receiving  localized  treatment  th-un  in  those  given 
extended  field  therapy.  Extensions  to  extra-nodal  sites  on  the  same 
side  of  the  diaphragm  as  the  initial  disease  are  also  more  frequent 
with  localised  treatment,  out  the  excess  is  smaller,  and  tram-dia¬ 
phragmatic  extensions  are  only  slightly  reduced  by  extended  field 
therapy.  There  is  no  significant  survival  difference  between  the 
two  therapy  groups,  for  the  total  collaboration,  and  for  the  Waiter 
Reed  series  there  is  a  non-significant  reducti  'n  mortality  in 
the  group  given  localised  "kerapy.  ..... 

Entry  cf  patients  into  this  study  was  terminated  in  1971  at  Waiter 
Reed  and  in  1973  for  the  entire  collaboration.  At  a  meeting  of  all 
participating  institutions  held  in  Chicago,  July,  1976,  it  was  decided 
that  follow-up  of  10  years  or  more  might  be  needed  to  conclude  the 
study.  The  survival  of  both  groups  is  substantially  better  than 
projected  in  1967,  at  the  outset  of  the  study  and  based  on  rc-pcrrts 
available  at  that  time. 

Conclusions  :  To  date,  comparison  of  localized  fields  with  extended 
fields  of  therapy  of  early  Hodgkin's  disease  has  not  shown  a  clear 
superiority  of  either  technique  within  11  years  of  follow-up.  The 
study  suggests  that  extensions  following  extended  field  therapy  may 
routinely  carry  a  poor  prognosis  but  that  local  extensions  following 
local  field  thefapy  may  be  followed  by  cure  in  a  substantial  propor¬ 
tion  of  cases. 


n 
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Publications  : 

1.  Hutchison,  G.  3.  Progress  report.  Hodgkin's  Clinical  Trial,  1 

National  Cancer  Institute  Monograph  No.  36:387-393.  !??.-, .• 

2.  Nickson,  J.  J.  and  Hutchison,  G.  B.  Hodgkin's  disease  clinical 
trial.  Sixth  National  Cancer  Conf.  Proc.  1968.  Pages  77-81. 
Lippincott  Philadelphia.  1970. 

3.  Nickson,  J.  J.  and  Hutchison,  G.  B.  Extension  of  disease, 

complications  of  therapy,  and  deaths  in  localised  Hodgkin's  disease 
preliminary  report  of  a  clinical  trial.  An.  J.  Roentg.,  Rad.  Th., 
Nuc.  Med.  114:564-573.  1972. 

4.  A  collaborative  study.  Report  prepared  by  Hutchison,  G.  B.  on 

behalf  of  Steering  Committee.  Survival  and  complications  of  radio¬ 
therapy  following  involved  and  extended  field  therapy  of  Hodgkin's 
disease,  stages  1  and  2.  Cancer  38:  2S8-305.  1976. 

Funding  requirements  : 

Estimated  January  to  December,  1950 

T-save  1  :  $1,200 


Da.*--:  2  7  Or*.  SO 


Title  of  Project: 


uTOwu^'il  iw:  -• '  - 


Eye  Tracking  in  Radiologists 


STaj.tT.iiT  Date.-  Estimated  Comalation  Date 


Principal  Investigator:  sherry  L.  Brahman,  MD,  LTC,  MC 


Associate  Investigators: 


Facility:  Walter  Reed  General  Hospital 


Dept/Svc  Radiology/Diagnos 


Key  \v  ords 


Accumulative  MEDCASE 
Cost: _ 


FY-SO  MED  CASE  Cos 


Study  Objective: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 


t: 

Periodic  Review  Results 

(to  be  idled  in  by  DCI) 

No  work  on  this  protocol  to  date. 

Project  awaits  decision  concerning  funding  for  equipment 
which  may  be  procured  in  80-81. 


Funding  requirements:  Actual  requirements  for  FY-87  utv''0< ‘in  as  decision  concerning 
funding  fo  •  necessary  equipment  remains  outstanding. 


Sits  visit  \»p.a  performed-  by  principal,  investigator-  Funds  v< 
to  be  provided  by  thfc  'Chief,'  Dept.  Radicle ry.  Tr.  s  :e  .  buye  not 
r.aterial.ized  d.uc  to  many  budge  o  Constraints .  Toe  principal 
investigator  is  separating  from  oervi.ee  1  October  1980.  '.This 
protocol  and  further  work  lie  in  the  hands  of  Chref  ,  dept.. 
Radiology.  yy 

David  J.  jOurtis,  LTC. 

AO  September  1980 
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Po#  of  thi*  fo#"v  »••  AR  340-15#  tho  propo*oftt  09»/icy  l«  TAGCEN. 


JP!  THRU:  C,  Dept  of  Radioldg^/i'  FRCm  Robert  Golden,  M.i. 
Thru:  C,  Diagnostic  Svc^r'N  Physicist 


0ATE  10  Oct  1980 


CMT  I 


TO:  C,  Dept  of  Clinical  Investigation,  WRAMC 

Timothy  M.  Boehm,  LTC,  MC 


•  1,  Attached  is  detail  summary  sheet  (Appendix  C)  for  protocol  No.  47C1  and  a 

•  final  report  prepared  for  publication  entitled  "Patient  Exposure  Estimates  using  a 
)  Chest  Phantom." 

Robert  Golden,  M.  S. 

Physicist 

Diagnostic  Radiology  Svc 
Department  of  Radiology 
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DA  Sr,:  2496 


i  :asi-£*£. 


r  co 


Protocol  No:  4701 


Date:  9  Oct  19S2 


Status:  Interim 


Title  of  Project.  Comparison  of  Tost  Chest  with  Human  Subjects 
Radiographic  Chest  units. 

Final  XX 

on 

Starting  Date-6  t  eb*  *-930  Estimated  Comuletion  Date:  1 

Oct  TWo 

Principal  Investigator:  Robert  Golden,  M.  S. 

- 1 - - - 

Associate  Investigators: 

E.  Thomas  Pulaski,  M.  D. 
Priscilla  F.  Butler,  M.  S. 
(Bureau  of  Radiological  Health) 


Facility: 


WRAMC 


Dept/Svc  Diagnostic  Radiology  Svc. 


Key  Words.  pa.£ent  exposure,  humanoid  phantom.  Automatic  exposure  control 


Accumulative  MSP  CASE 
Cost:  None 

Accumulative  Contract 
Cost:  None 

Accumulative  Supply 
Cost:  None 

FY-SO  MEDCASE  Cost: 

None  I 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

■Study  Objective:  to  determine  whether  humanoid  phantoms  are  reasonably  analogous 
to  human  patients  in  terms  of  performance  of  automatic  exposure  controls  of 
dedicated  'best  x-ray  units. 


i 


i 


Technical.  Approach:  Measure  for  routine  patio  a.  chest  exposures,  the 
exposure,  KV? ,  mi  1 liamperes  find  time  oi  exposure  and  compare  to  corresponding 
data  for  humanoid  phantoms.  Compare  patient  exposure  data  to  humanoid 
phantom  data,  considering  sex,  weight,  and  patient  thickness. 


Progress  during  FY-80: 

Please  see  attached  report. 


Number  of  subjects  to  be  studied  before  completion  of  study:  26 _ , 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 

None 

Conclusions.  Humanoid  phantoms  are  reasonable  patient  analogs  in  terms  of  their 
AEG  performance  on  one  x-ray  unit  for  a  single  technique  for  a  small  patient 
population. 

Publications  or  Abstracts,  FY-SO: 

To  be  submitted  to  Health  Physics ’Journal  for  Pulication. 


Date:  27  Oct  80 
Title  of  Project: 


Protocol  No:  47o2 

Status :(  Interim  ; 

Pinal 

Video  Transmission,  Storage  of  Diagnostic  Evaluation 


Starting  Data: 


Estimated  Completion  Date: 


Principal  Investigator:  Sherry  L.  Brahman,  MD,  LTC,  MC 


Associate  Investigators: 

E.  Thomas  Fulaski,  MD ,  LTC,  MC 
David  J.  Curtis,  MD,  (USUHS) 


Eacility:  Walter  Reed  General  Hospital 


Depu/ovc  Radiology/Diagnosi: 


Key  W  ords: 


Accumulative  ALEDCASE 
Cost: 


Accumulative  Contract 
Cost: 


FY-SO  A  LSD  CASE  Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective: 


Terminate  this  study.  Equipment  will  not  be  procured. 


The  M.icroicse  ra 
on  the  property 
time.  Funds  for 
the  fate  of  the 
Ka iiology .  The 
1  October  19d0. 


diographic  machine  requirei  for  this  project  is 
bocks  of  VvR al.iC ,  but  is  not  serviceable  at  this 
refurbishment  of  the  Micro! ose  are  in  doubt  and 
project  lies  in  the  hands  cf  the  Chief,  Dept, 
principle  investigator  is  separating  from  service 


20  October  1980 


Protocol  No: 


60.13 


Aspects  of  Newborn  Neutrophil  Chemotaxis 


[Status: 

Final 

Starting  Date:  20  June  77  (Estimated  Completion  Data:  20  June  80 

Principal  Investigator:  Paul  J.  Thomas,  MD,  LTC,  MC 


Associate  Investigators: 

Frederick  B.  Ruymann.MD ,  COL,  MC 
Doris  Burgess 


Facility: 


Dept/Sve 


KeyWords:  Newborn  neutrophil,  chemotaxis 


Accumulative  MEDCA-SE 
Cost: _ _ 

FY-S0  MED  CASE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results :_ 
v'.o  be  filled  in  by  DCi) 


Study  Objective:  Confirm  and  characterize  the  cellular  c'nen.otactic  defect  of 
the  newbor>  neutrophil  and  to  correlate  this  urrease  vl  tU  gestational  age. 


Technical  Approach:  Modified  Cr  labelled  icutrophil  chemotaxis  assay  using 
Soyden  chambers  comparing  cord  clood  neutrophils  to  normal  adult  volunteer 
neutrophils.  Preliminary  studies  on  the  effect  of  chemotaxis  cf  certain  drugs 
such  as  vinblastin  and  the  effect  of  concentration  of  the  neutrophils  on  chemotaxis 
also  done  .  same  technique. 


r 


Progress  during  FY-80:  Due  to  difficulties  in  obtaining  cord  blood  neutrophils, 
only  2  nevbones  were  studied  on  this  protocol.  Because  of  the  slow  accrual  and 
because  of  the  higher  priority  of  other  studies  on  the  newborn  neutrophil,  this 

study  has  been  closed. _ _ _ _ 

Number  of  subjects  to  bs  studied  before  completion  of  study:  Projected :  100,  Actual:  5; 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  NONE 


Conclusions:  Decreased  newborn  neutrophil  chemotaxis  has  been  confirmed  as 
statistically  significant.  The  correlation  with  gestational  age  has  yielded  no 
statistical  differences  noted.  The  conclusions  have  been  published  in  the  followin 

Publications  or  Abstracts.  FY-80: 

Mease,  A.D.,  Fischer,  C.W.,  hunter,  K  and  duyrnann,  F  ?>:  Decreased 


Me 

;  V.y  tc  ’.«ragt;lut  i  n  in-  induce  id  agg*r:  .at  ic  • 
hunan  newborn  neutrophils.  Pcd  iutr  lies 
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FUNDING  REPORT 

CLINICAL  INVESTIGATION  PROGR 


Work  Unit  No.:  6018 

Funds  Utilized.  FY-8Q:  $2000 
Funding  Rsauirenents.  FY-81:  hone 
Personnel:  none 

Equipment:  none 


2.  Title  of  Project:  The  Role  of  lautirrizing  Hormone  Releasing 

Hormone  (LHrii)  in  Evaluation  of  the  Hypo- 
halarric  Pituitary  Gonadal  Axis  in  Children 

3.  Principal  Investigator:  LTC  Chandra  M.  Tiwary ,  KC 

J.  Objective :  To  develop  a  test  for  assessing  fiypothalamo4iypophyseaJr 
gonadal  axis  in.  children  which  can  be  used  on  an  out¬ 
patient  basis. 

j.  Progress  and  Results:  57  children  were  studied;  of  these  U  can  not  be  included 
in  the  protocol  because  these  receive  only  one  injection  of  LHRH  (the  protocol  r«- 
ouires  3  injection  to  be  given  to  each  child),  the  gonadotropin  results  on  six 
children  are  not  available  yet.  live  conclusions  based  upon  the  analysis  of  !'l 
ril'iren  are  as.  follows. 

A.  Girls  with  precocious  puberty  can  bo  differentiate  from  those  with 
p.er.ature  adronarche, 

B.  Too  pool  serum  T.K  and  serum  F3H  value  — brectly  correlated  With 

the  mean  and  the  peak  serum  LH  ana  F3H  value.  Inis  suggests  that 
for  most  clinical*  purposes  analysis  of  the  gonadotropin  in  one  serum 
sample  may  ’00  sufficient.  This  would  -'-c-duce  the  cost. 

C.  Gonadotropin  response  to  LHRH  :.s  different  :!n  children  with  ;v&i ignancy 
treated  with  chemotherapy  anci/or  radiation.  Thus  the  LKFK  test  can 

be  used  to  detect  subtle  derangement  of  hypothalamo-hypophyseal-gonadal. 


5.  Funds  requested  for  Pi  1981: 

Paper  publication 
Travel  for  presentation 
of  paper 


$200.00 

600.00 

SuOO.OO 


Publication:  Three  abstracts  published 


Type  of  report  -  Final 


DaSSPOSiTaOM  FOHSrl 

Fo#  u»«  of  thl*  for  (tv,  •••  AR  340-1 5,  tho  proponent  og#ncy  I*  TAGCEM. 


_ riRU :  C,  Dept  of  Psds/J1  /  FR0M  C,  Feds  Endoc.  Section  0ATE  2  Feb.  198i  CMT 1 
TO:  C,  Clinical  Investigation 

1.  According  to  the  protocol  each  child  receives  3  injections  of  LHRH.  Each  of  the 
four  children  received  only  one  injection  (non  corrpliance)  therefore,  they  are  not 
included. 

2.  We  did  not  observe  any  ill  effects  in  any  subjects  due  to  participation  in  the 
study  specifically  LHRH  injection  did  not  produce  any  observable  ill  effects. 


( _ _ -*v  v  - 


CHA'IDRA  M.  TTWARY,  ?i.D. 

LTC,  Mb 

Chief,  Pediatric  Endoc.  Section 


2495 


Date: 


20  Oct  SO 


I  Protocol  No 


»  s>  «-  J 


Title  of  Project:  Newborn  Host  Defenses  II:  Studies  of 
Newborn  Neurochii  Membrane  Using  Lectins  as  Molecular 


the 

Prob 


Status: 


Interim 

•'Fi'n'ai'' 


Starting  Date:  2A  January  78 _  {Estimated  Completion  Date:  ^4  -*un& 


Principal  Investigator:  Paul  J.  Thomas, 

MD,  LTC,  MC 

Associate  Investigators: 

Gerald  V».  Fischer,  MD,  LTC,  MC 

Facility: 

Frederick  B.  Ruymann,  MD,  COL,  MC 
Doris  Burgess 

Dept/Svc 

KeyWords:  Newborn  neutrophil,  r.europhil  aggregation 


Accumulative  MEDCASE 
Cost: _ _ 

FY-SO  MED  CASS  Cos~ 


Accumulative  Contract 
Cost: _ _ 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective;  Stv’.y  of  d i  tforunces  b  tween  adult  and  newborn  neutrophi  ls 
in  ability  to  form  aggregates  in  response  to  plant  lectins,  C5a,  and  Zymosan 
activated  serum. 


Technical  Approach:  Using  a  standard  platelet  aggregometer ,  study  of 

aggregation  of  cord, Mi  .  a  nnuLvophils  and  adult  ncutrinhi  '■  a*:  a  standard 
concentration  (5X10  col  i.s/ri  L )uo ing  phytohemagglutinin  (P!  ••)  ,  '-oiumn  puriri.ed 
C5a,  and  zymosan  activated  serum  (ZAS).  The  effect  of  vinblastin  and 
cytochalasin  B  on  aggregation  of  both  adult  and  newborn  neutrophils  were 
also  studied . 

Progress  ourin0,  FY-SO;  Only  2  newborns  were  studied  v.  to  c.ie  *ack  i-c  cor 
blood  available  for  study. 


Number  of  subjects  to  be  studied  before  completion  of  study:  Projected:  100,  Actual:  ; 
Serious/unexpected  side  effects  in  subjects  parti  cipai  ing  in  project:  :;0NE 


Conclusions:  Newborns  have  statistically  poorer  aggregat ion 'or  neutropmls  ' 

in  response* to  PHA,  C5a,  and  ZAS.  The  addition  of  vinblastin  decreased  the 
adult  aggregation  but  did  not  significantly  change  the  newborn  aggregation.  The 
addition  of  cytochalasin  B  resulted  in  the  disappearance  of  the  normal  adult 
neutrophil  aggregation  -*  deaggregation  but  did  not  significantly  affect  the  newborn 
aggregation.  Further  study  is  warranted  in  working  at  the  effect  of  concentra t ior. 
of  C5a  or  ZAS  on  the  aggregation  since  other  investigators  nave  reported  different, 
newborn  aggregation  problems  with  differing  concentrations . 


(Con’t)  #6023 


Publications  or  Abstracts,  I'Y-SO: 

Mease  AD,  Fischer  CW,  Hunter  KW,  Ruymanu  FB:  Decreased  phy tohemagglul  i nil 
induced  aggrea t ion  and  C5a-ine  >ced  client l. axis  of  hu-aa n  Ay  rn 
neutrophilc.  Prdiatr  Kes  14:142-146  (i960). 

Mease  AD,  Burgess  DIJ,  Thomas  PJ :  Differ  races  between  neonatal  and 
adult  complement- induced  neutrophil  aggregation  and  ce31ular 
augmentation  of  neutrophil  chemotaxis .  Podiatr  Res  14:549 
(abstract  v740),  (I960).  -  Presented  at  the  I960  APD-Rj-jl  necl  Jnjj, 

San  Antonio,  Texas,  2  May  1980. 

:'..n  .e  A  j ,  .-uigess  Dr,  Thomas  7  T:  deer..';:.,-.'  d  i  <  i  ere:  '.as  In  ]  enuar. :  • 

induced  neutrophil  aggregation  and  cell-/.'  >r.  augm.unt.e.i  ion.  of  v.r-utrojih'j  ] 
cher.'iOtaxis  ,  (Submitted  for  pul  l i ration ; 


FUNDING  .:.P0PT 

CLINICAL  INVESTIGATION  PROGRAM 


Work  Unit  No.: 

6023 

Funds  Utilized. 

FY-80: 

92000 

Funding  Pecuire 

sent s , 

FY-81 : 

Personnel: 

Doris  , 

’ "  •  o 

Eauioment: 

NONE 

SuDDlies: 

$500 

Travel : 

NONE 

Other: 

NONE 

Date:  20  October  i9S0  (Protocol  Ho:  6024 

Status:  Interim 

Title  of  Project:  Newborn  Host  Defenses  III:  Phagocytosis 
a^d  Killing  of  Group  3  Streptococci 

Starting  Date:  24  January  78  (Estimated  Comuletion  Date:  I 

Principal  Investigator:  Paul  J.  Thomas,  MD,  LTC,  MC 

14  Januacy  81 

Associate  Investigators: 

Gerald  W.  Fischer,  MD,  LTC,  MC 

George  Lowell 

Frederick  B.  Ruyctann,  MD,  COL,  MC 
James  W.  Bass,  MD,  COL,  MC 

Facility: 

Dept/Svc 

KeyWords:  Newborn  neutrophil,  group 

B  streptocci 

Accumulative  MZDCASE 
Cost: 


Accumulative  Contract 
Cost: 


FY-SO  MED  CASE  Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  D  Cl) 


Study  Objective:  Study  phagocytosis  and  killing  oi:  group  15  st.reptocci 
newborn  neutrophils. 


I 

i 

i 


Technical  Approach:  Assay  for  5  strains  of  gro-:-  K-fraptocotci  -..-in?  strap  tor:  r 
specific  anti  -atreptoccal  antito  coaplcwcnt,  and  adult  neutrophils  been 
established  and  reported.  Adult  and  newborn  (cord  )  neutrophils  compared  using 
this  assay.  —  **-•-  ------  . -  •  •  -  .  -  . 


Progress  dur.lng  FY-SO:  ho  new  newborns  have  been  studied  because  of  the  low 

accural  of  newborn  cord  blood  samples  for  all  studies. 


dumber  of  subjects  to  be  studied  before  comoletic n  of  study:  ProJ  ec 
Serioits/unexpected  side  effects  in  subjects  participating  in  project: 


ed: 


Actual:  5 


Conclusions:  None  ns  yet.  Recommend  trying  to  complete  study  by  24  .January  ol. 


Publications  or  Abstracts.  FY-80: 


None . 


FUNDING  REPORT 

CLINICAL  INVESTIGATION  PROGR/J 


V/ork  Unit  No.:  6024 

Funds  Utilized,  FY-80:  none 

Funding  Recuireaents .  F7-81:  $J.C0C 

Personnel: 

Doris  Burgess,  CS-9, 

Eauiocent: 

NONE 

Suoolies: 

$500 

Travel : 

$500 

Other: 

none 

)  Title:  Role  oi  surface  tension  measurement  of  anmotic  fluid  lipid  extract 
in  Prediction  of  FDS  in  the  newborn. 

)  Investigators: 

Principal:  Chandra  M.  Tiwary,  M.D.,  LTC,  KC. 

Associates:  James  Haddock,  M.D.,  LTC,  KC 
Dale  Landes,  M.D.,  LTC,  KC 
Doris  Burgess 

)  Starting  crate:  The  apparatus  was  not  available  till  June  Ip? 3  end.  then  the 
vestigation  wus  started. 

)  Estimated  date  of  completion  December  1981 

)  Objective;  To  measure  surface  tension  of  arsniotic  fluid  lipid  extract  prior  to 
i  during  labor,  and  to  correlate  it  vrith  the  subsequent  development  of  Pall  in.  newborn 

)  Key  words:  More 

)  Technical  ■■  ; -preach:  Wo  changes 

)  Progress  and  Results:  Vfe  have  studied  the  a-niotic  fluid  from  h'j,  patients.  The 
suits  show  that  a  high  surface  tension  of  the  arnniotic  fluid  lipid  extract  predicts 
)  the  development  of  RDS  In  the  newborn  or  (b)  an  unusual  course  .in  the  immediate 
■;borr.  period  2  ..quiring  observation  in  the  special  care  nursery.  Tne  analysis  of  the 
tier.ts  studied  so  far  is  given  in  the  attached  abstract. 

)  Conclusion..  V.o  would  like  to  co;ifirm  our.  data  by  analysing  mere  patients  (we  .had 
iy  br.e  child  with  HiJS);  approximate  number  would  be  300. 

)  V.o  ccmolscahicn  cr  side. effect  secured  during  the  study.  -• 


.ce  conference  Is  enclosed. 

Chemical  s  and  supplieds 

$300.00 

Papers  publication  etc 

200.00 

Travel 

600. GO 

TOTAL 

$1,100-00 

Surface  Tension  of  Amniotic  Fluid  Lipid  Extract  as  a  Predictor 
of  Immediate  N'eonatal  Course 

Chandra  M.  Tivary,  D.  Landes  and  James  B.  Haddock  with  the 
technical  assistance  of  D.  Burgess.  Department  of  Pediatrics 
Obstetrics  and  Gynecology ,  Walter  Reed  Army  Medical  Center, 
Washington,  D.  C.  20012  and  Uniformed  Services  University  of 
the  Health  Sciences,  Bethesda,  Maryland. 

Surface  Tension  (ST)  of  Amniotic  Fluid  (AP)  lipid  extract  corre¬ 
lates  with  the  AF  L/S  ratio  and  predicts  the  fetal  pulmonic 
maturity.  We  measured  the  ST  in  AF  to  predict  the  development 
of  RDS  in  the  neonate.  Serendipitously  we  observed  that  a  high 
ST  was  associated  with  a  variety  of  complications  (other  than 
RDS)  during  the  immediate  neonatal  period.  We  report  the  value 
of  ST  measurement  in  AF. 

Amniotic  fluid  was  collected  during  the  24  hours  period  of  delivery 
and  was  frozen  at  -10a  C  till  analyzed,  A  chloroform  methane, 
lipid  extract  was  made  of  the  AF  and  ST  lowering  property  of 
the  lipid  extract  was  measured  in  an  autotensiometer  (Fisher  Lab), 
The  minimum  amount  of  the  lipid  extract  (in  microliters)  required 
to  maximally  lower  the  ST  (dynes/cm)  was  recorded.  These  two 
values  were  added.  This  figure  (the  ST  sum)  was  analyzed  relative 
to  clinical  condition  of  the  baby. 

We  studied  42  AF  from  42  mothers,  27  delivered  vaginally,  13  by 
Cesarean  Section  and  2  by  forceps.  The  pregnancy  was  normal  in 
33  and  complicated  in  9  (pre  eclamptic  toxemia  -  3,  Diabetes 
Mellitus  -  2,  hypertension  -  2,  and  one  each  with  anemia,  appendi¬ 
citis).  Twenty  eight  babies  had  a  normal  course,  14  had  a  compli- 
cation(s)  (Rh  disease  -  4,  hypoglycemia  -  3,  meconium  staining  -3, 
ABO  incompatability  -  2,  multiple  congenital  anomalies  -  1,  RDS  -1) 
Thirty  six  babies  were  2,500  gm  or  over  and  6  were  less  than  2,500 
gm,(3  were  premature,  less  than  37  weeks  gestation). 

The  ST  sum  was  45  or  less  in  23  babies  and  all  but  three  (hypo¬ 
glycemia  -  1,  meconium  staining  -  1,  ABO  incompatability  -  1) 
had  a  normal  course,  in  14  babies  the  ST  sum  was  •  >  45  and  all  but 
3  had  an  abnormal  course  requiring  close  observation  and/or  treat¬ 
ment  (RDS t-  multiple  congenital  anomalies  -  1  meconium  staining 
2,  Rh  disease,  multiple  exchange  transfusion  -  4,  sepsis  and/or 
hypoglycemia  -  2,  ABO  incompatability  -  1).  The  Apgar  score  was 
normal  (  <5  at  1  min  &.  5  min)  in  all  except  3  babies  in  the 
group  with  ST  sum  of  >45,  and  it  was  abnormal  in  one  baby  in  the 
<  45  ST  sum' group. 

To  determine  the  effect  of  prematurity  on  the  surface  tension  we 
selected  babies  with  gestational  age  of  37  weeks  or  less,  or  birth 
weight  of  2,500  gm  or  less,  in  three  babies  the  ST  sum  was  less 
than  45  and  in  8  it  was  greater  than  45.  Significantly,  the  high¬ 
est  ST  sum  of  87  was  in  a  2,769  cm,  37  weeks  gestation  and  the 
lowest  value  of  31  was  also  in  a  2,765  gm,  38  weeks  gestation  baby. 


Conclusion : 

1.  A  ST  sum  of  more  than  45  -  particularly  if  it  is  more 
than  50  -  predicts  an  abnormal  course  in  the  immediate 
neonatal  period  requiring  dose  observation  and  inter¬ 
vention  . 

2.  A  ST  sum  of  less  than  45  -  especially  if  it  is  less 
than  40-is  associated  with  an  uncomplicated  neonatal 
course. 

3.  Maternal  conditions  such  as  anemia,  hypertension, 
pre  eclampsia  do  not  effect  the  ST. 

4.  The  r.T  in  effected  by  factors  other  than  low  birth 
weight  or  gestational  age. 

Speculation: 

A  raised  ST  sum  signifies  pulmonic  immaturity  which  may  be 
associated  with  immaturity  of  the  other  organs.  This  may  explain 
the  increased  number  of  babies  with  nonpulmonic  complications 
in  the  hi  'h  ST  sum  group. 


(a)  Vfork  Unit  Number:  6026 

(b)  Title:  Tracheal  Aspirate  surface  tension  as  a  prognostic  indicator  ir. 

infants  with  Respiratory  Distress  Syndrome  (RDS) 


(c)  Investigators: 


Principal:  Chandra  M.  Tiwary,  M.D.,  LTC,  MC 
Associates:  Richard  D.  Landes,  M.D. ,  LTC,  MC 

Doris  ?.  Burgess,  Medical  Technologist 


(d)  Starting  date:  September  1S79 

(e)  Estimated  date  of  completion:  June  19S2 

(f)  Objective:  To  measure  the  surface  tension  of  tne  _ipid  extract  cf  trac-tael 
aspirate  at  various  periods  and  to  use  this  data  in  evaluating  the  prognosis  of 
newborn  v.ltn  respiratory  distress  syndrome  (RDS) . 

(g)  Key  words:  None 

(h)  Technical  approach:  No  modifications 

(i)  Progress  and  results:  We  analysed  52  tracheal  aspirate  samples  from  six 
babies.  All  these  babies  were  intubated  and  had  RDS.  As  the  ST  of  the  trachael 
aspirate  decreased  the  respiratory  status  Improved .  In  some  cases  the  babies 
developed  ether  complications  ie,  bleeding  episodes,  seizure  disorder,  renal 
failure  or  intestinal  obstruction  or  heart  failure  eta  and  died.  Respiratory 
status  occasionally  during  the  corpiication  one  but  usually  it  remained  unchanged 
Cr.se  the  ST  decreased,  it  did  not  rise  again  except  transiently  in  a  few  samples. 

( j )  Conclusion.' :  Tne  preliminary  data  are  very  encouraging  with  respect  to 
prediction  in  the  improvement  cf  respiratory  status  of  intubated  babies.  Vie 
need  to  study  mere  babies  (about  30)  to  confirm  the  preliminary  results. 


unexpected  or  serious  si-. 


sets  m  suspects  participating  m  tms  stuc 


(1)  Publications: 


;i  cl:  Chemical  and  supplies 
Paper  Publication 

Total 


$530.00 

120.00 

600.00 

$1,220.00 


Date:  20  October  iv6G 


Protocol  No:  o027 


Date:  20  October  1V60  [Protocol  No:  oG27 

Status: 

Title  of  Project:  V.'RAMC  -78CS  -  Combined  Modality 

...rapy  of  Train  Tumors  in  Childhood 

Final 

Starting  Date:  26  September  78  Estimated  Comnletion  Date: 

October  1930 

Principal  Investigator:  Frederick  B.  Ruymann,  MD,  COL,  MC  • 

i 

Associate  Investigators:  Facility: 


.•aul  J.  Thomas,  MD ,  LTC ,  MC  - 

Dept/Svc 


Words.  Braj_n  tumor,  high  dose  methotrexate 


Accumulative  MEDCASE 

Cost: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost: 

FY-80  MEDCASE  Cost; 

Periodic  Review  Results: 

! 

(to  be  filled  in  by  DCI) 

Study  Objective.  To  determine  if  the  addition  of  chemotherapy  with  dexamethasone , 
vincristine,  high  dose  methotrexate,  VP-16,  CCNU,  and  procarbazine  following  surgery 
and  radiation  --ill  increase  survival  time/ quality  of  life  in  children  with  brain 
t  ur.or  s . 


Technical  Approach:  stratification  into  high  standard  rish 
induction  phase  foil. owed  by  non  ■  l  aivUsuized  maintenance. 


w i.  f ‘ ;  non -r a n d o m i  z r. A 


Progress  during  11: -SO:  ho  additional  patients  have  accrual.  High  dose 
r.ethrotrexate  is  no  longer  available  through  the  NCI . 


Number  of  subjects  to  be  studied  before  completion  of  study:  ore  j  ec  ted  :  24 ,  Actual:  3 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  None 


Conclusions:  2/3  patients  have  expired  because  of  tumor  recurrence.  There  are 
eot  enough  patients  to  evaluate  effectiveness.  Recommend  closing  this  study 
because  of  unavailability  of  high  dose  methrotrexate . 

Publications  or  Abstracts.  FY-80:  None . 


1.  Work  Unit  M. :  6028 


2. 


Title  of  Project:  Application  of  Ho.  AyC  as  an  indicator  of  juvenile  d- abates 
control . 


n 


3.  Investigations:  Chandra  M.  Tiwary ,  LTC,  MC 

R.  Bongiovanni,  C?T,  KC 

4.  Objective:  To  determine  if  measurement  of  Hb.  AyC  is  an  effective  means  of  assess! 

diabetic  control  and  to  determine  the  optimal  tire  for  its  measurement 
To  determine  if  the  HB  AyC  in  obese  children  correlateiwith  the  insuli 
level. 


5 .  Progress  and  Results :  V;e  analysed 
of  the  children  had  analysis  performed 
data  v:e  conclude  that 


Hb.  A 2?  approximately  20  children,  most 

more  than  once.  From  the  analysis  of  the 


A.  Hb.  AiC  measurement  is  a  good  indicator  of  the  degree  of  diabetic 
control  during  the  previous  2-4  weeks . 

B.  The  change  in  Hb,  AyC  is  rapid  in  newly  diagnosed  diabetic  as  opposed 
to  those  with  diabetes  of  long  duration.  In  dew  diabetic  the  fall  in 
Hb.  A-J.C  can  be  monitored  every  week  while  in  others  the  change  is  app¬ 
arent  in  3  weeks. 


Conclusion:  We  suggest  that  in  children  with  established  dia'cu 
Hb.  AyC  should  be  measured  at  3-4  weeks  interval  to  assess  the 
control.  Hb.  CyC  is  in  normal  range  in  obese  patients  and  is  no' 
insulin  level. 


tes  meiiitus,  the 
degree  of  diabetic 
;  related  to  serum 
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Paper  publication 
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One  abstract  rub I 


D.'.te:  20  c.-p  -.0  <  )  o  -.7  Ai  | Protocol  N'  >: 


ffifibus:  Jnlorii 


fide  of  Project:  Newborn  Host  Defenses  IV:  Study  of  Newnorn  I.eutropnil- 
Neutro  nh.il  Interaction. 


Staling:  Die:  pp 


d  Comoletion  Date:  22  OCT  I  98  1 


Principal  Investigator:  paul  j#  Thomas,  KD,  LTC,  MC 


Associate  Investigators:  ] 

Frederick  B.  Ruymann,  MD,  COL,  ' 
Doris  P.  Burgess  T 


Dept/Svc 


KeyWords:  Newborn  neutrophil,  chenotaxis,  neutrophil  aggregation 


Accumulative  MEDCASE 
Cost: _ 


FY-SO  MEDCASE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply- 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective;  Investigate  differences  between  adult  and  newborn 
neutrophil  by  a.  studying  the  effect  of  cell  concentration  on 
chenotaxis;  b.  studying  the  kinetics  of  concentration  effect  on 
chenotaxis;  and,  c.  studying  th°  C5a**induced  aggregation  of  new¬ 
born  and  adult  neutrophils. 


Technical  Approach:  Using  the  established  ^  Cr-labelled  neutrophil 

Eoyden  o’  amber  chenotaxis  assay  and  the  neutrophil  aggregation 
assay,  the  concentration  of  newborn  and  adult  neutrophils  is 
varied  in  the  chenotaxis  assay  and  the  aggregation  of  newborn 
and  adult  neutrophils  is  evaluated  using  Cpa  as  the  aggregation 
stimulus.  Preincubation  of  cells  with  vinblastin  and  cytochalsin- 
3  is  also  done  to  study  the  contribution  of  the  microtubules  and 
Progress  during  37-30:/// //////// ////. ///// /// /  La.oroxilsm&nts, 

Newborn  -adult  neutrophil  pairs  were  studied  with  varying  con¬ 
centrations  of  neutrophils.  8.  newborn  adult  neutrophil  pairs  were 
studied  with  resoect  to  Cpa  aggregation. 


bar  of  subjects  to  bs  studied  before  completion  of  study:  wrn  j  e^ted  :  BO :  Actual 
Dus/unexpected  side  effects  in  subjects  participating  in  project:  g  1 5/r 


Conclus'.ocs:  Newborn  neutrophils  have  augmented  chenotaxis  with  in¬ 
creased  cell  concentration;  however,  the  augmentation  is  only  about 
half  that  seen  with  the  adult.  Newborn  neutrophil  aggregation  appears 
to  be  irreversible,  similar  to  that  seen  with  adult  aggregation  after 
proir.cubaticr  of  the  neutrophils  with  cytochalasin-B.  Further  study 
of  the  aggregation  and  chenotaxis  is  needed.  New  studies  suggested 
t*/  this  study  will  be  forthcoming. 


corrected  portion  of  the  stuwy  i.:.  ...  ond'r  i.  The  1  c 

rr1?  ”-^tnly  listed  as  ^example  of  further  studio; 
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Publications  or  Abstracts,  FY-80; 

Mease  AD,  Burgess  DP  ,  Thomas  PJ:  Differences  between  neonatal  and  adult 
complement-induced  neutrophil  aggregation  and  cellular  augmentation  of 
neutrophil  chemotaxis,  Pediatr  Res  14:549  (Abstract  #740)  (1980). 
Presented  at  the  1980  APS-SPR  meetings,  San  Antonio,  Texas,  2  May  3980. 

Mease  AD,  Burgess  DP,  Thomas  P J :  Neonatal  differences  in  complement- 
induced  neutrophil  aggregation  and  cellular  augmentation  of  neutrophil 
chemotaxis  (Submitted  for  publication). 
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Chemotaxis  under  Agarose 


Starting  Date:  0ct  7 9 


lEstimatcd  Completion  Date: 


October  8) 


Principal  Investigator:  Paul  J.  Thomas,  HD,  ITC,  MC 


Associate  Investigators: 

Frederick  B.  Ruyir.ann,  MD,  COL,  MC 
Doris  P.  Burgess 


Facility: 


Dept/Svc 


Keywords: 


Newborn  neutrophil,  chemotaxis  under  agarose 


Accumulative  MED  CASE 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


FY-SO  MEDCASE  Cost: 


Periodic  lie  view  Results: 
(to  be  filled  in  by  DC!) 


'study  Objective:  Comparison  of  newborn  (cord)  neutrophil  and  adult  neutrophil 
chemotaxis  under  agarose. 


Technical  Approach:  Using  agarose-  technique  of  Nelson  &  Quie'  study  the  amount 
of  chemotaxis  of  adult  and  newborn  neutrophils  under  varying  conditions  of  stimuli, 
concentration  of  neutrophils,  and  presence  of  compounds  such  as  vinblastj.n  .  ' 


Progress  during  FY-80:  The  agarose  technique  was  established  in  our  laboratory 
with  reproducible  results.-vith  adult  neutrophils'  obtained.  Lack  of  the  Tri-Simplex 
projector  &  the  obtaining  of' only  1  cord  blood  for  study  have  impeded  progress  of 
this  protocol.  _ _ _ _ _ _ _ _  . 

Number  subjects  to  be  studied  before  completion  of  study:  Projected:  50,  Actual:  J 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  NONE. 


Conclusions:  Too  early. 


Publications  or  Abstracts.  FY-80:  None . 


Only  one 
35  adult 


n  ev/bo  rn 
ample a 


The  listing  of  one  patient  studied  was  an  error, 
was  studied  using  the  agarose  technique;  however, 

were . . 

our  1; 

reproducible  end  an  estimated  5-10  more  adult  studies  will  need  to 
be  donq  before  3ny  nore  newborns  will  be  studied. 


studied  while  attempting  to  firmly  establish  this  technique  in 
aboratory.  As  of  this  time,  the  technique  is  still  not  reliab) 
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Date:  20  CCf  80 _ | Protocol  No:  GlOJ _ Status:  Interim 

Final'. 

Title  of  Project:  o'.VGG  PROTOCOL  £  V8j5«  . ~  ~ . 

.occr.u  .induction  end  Maintenance  in  Acute  Lymphocytic  Leukemia, 
.hase  III. 

Starting  Date:  ?  KAY  oO _ {estimated  Completion  Date: _ APR  8 1 _ 

Principal  Investigator:  Frederick  B.  Ruyraann  MD,  COL  MC 


Associate  Investigators: 

kul  J.  Thomas  MD,  LTC  MC 
bonald  Karcher  MD,  LTC.MC 
.Villi am  Neglia  MD,  LTC  MC 


Facility: 


Dept/Svc 


Keywords:  Acute  lymphocytic  leukemia,  relapse 


Accumulative  MEDCASE 
Cost: _  . _ 

PY-SO  MEDCASE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 

(to  be  filled  in  by  DCJI) 


Study  Objective:  To  investigate  the  effectiveness  of  an  induction  with, 
vincristine,  adriamycin,  and  prednisone  followed  by  intrathecal 
therapy  with  methotrexate,  hydrocortisone,  and  cytosine  arabinosido 
In  relapse  acute  lymphocytic  leukemia;  to  investigate  the  effective¬ 
ness  of  maintenance  therapy  with  cycles  of  6-thioguanine,  cytosine 
rrabinoside;  cytoxan,  vincristine,  cytosine  arabinoside,  prednisone; 
t  vincristine,  adriamycin,  prednisone. 

Technical  Approach:  Standard  induction  with  vincristine,  adriamycin  ' 
end  prednisone  with  alternate  induction  with  6-tMoguaninc  and 
cytosine  arabinoside  in  case  of  induction  failure  with  VAP; 

CDS  prophylaxis  with  intrathecal  three  drug  therapy;  randomization 
between  two  maintenance  arms.  .  .  • 

Progress  during  F5T-80:  No  V/RAMC  patients  wore  entered  on  this  study. 


Number  of  subjects  to  he  studied  before  completion  of  study:  _ _ _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  — 

Conclusions: Bee ause  of  high  relapse  rate  on  this  treatment,  this,  study 
vs  closed  by  the  group  to  patients  with  marrow  relapse  only;  the 
study  remains  open  for  systemic  therapy  in  patients  with  extra-medul- 

Publications3  of  Abstracts.  FY-80:  — 

The  protocol  v/as  indeed  properly  amended.  Reports  from  the  group 
. v th* respect  to  all  group  protocols  are  published  twice  per  year 
ad  o  cony  will  be  furnished  to  your  office  should  you  desire  them. 
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-£102. 


i  The: 
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[Protocol  No: 


Title  of  Project: 
in 


Status:  Interim 

23  pal 

SV.OG  PROTO  CO  J,  7703 

.halation  Therapy  in  Combination  with  BCNU,  DTIC,  or  Procarbazine 
in  Patients  v.ith  Malignant  Gliomas  of  the  Brain,  Phase  III. 


karting  Date:  3  MAR  SO _ "Estimated  Completion  Date:  .tan  R  i 


Principal  Investigator:  Frederi  ck  B'. 


Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  KC 
'.Villi am  Neglia  MD,  LTC  MC 
Eugene  George  MD,  COI.  MC 


keywords,  j^a^gnant  glioma 


Ruynann  MD,  COL  MC 
Facility: 


Dept/Svc 


Accumulative  LIED  CASE 

j  Accumidative  Contract 

Accumulative  Supply 

!  Cost: 

| 

Cost: 

■■  i 

1  I 

FY-SO  MEDCASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  PCI) 

Study  Objective:  To  study  the  effect  of  adding  one rof 
drugs  to  radiation  therapy  after  neurosurgery  for 
glioma.  . 


1 


.  I 
\ 


Technical  Approach:  Randorai2.ed  study  between  BCNU,  DTIC,  or  procarbazine 
following  surgery  and  radiation  therapy. . 


Progress  during  FY-80:  No  V/RAMC  patients  were  entered  on  this  study. 


Number  of  subjects  to  be  studied  before  completion  of  study:  — 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions :Tnis  is  primarily  an  adult  St/OG  protocol  and  will  be  dropped 
by  the  pediatric  group  when  the  pediatric  group  becomes  independent 
of  SV/OG  in  January  1981 

Publications  or  Abstracts.  FY-80:  — 
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Date:  2 0  OCT  80 

I  Protocol  No :  r,  i  n 

Status:  Interim 

Final 

Title  of  Project:  SV;0G  PROTOCOL  fr  7919  . .  .  ' 

Evaluation  of  n-AHSA  in  Children  with  Acute  Leukemia  and  Non-Hodg¬ 
kin  ' a  Lymphoma  in  Relapse ,  Phase  II. 


Starting:  Data: 


2  may  aa 


Estimated  Completion.  Date: _ 


Principal  Investigator:  Frederick  B. 

Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 


Ruynann  KD,  COL  EC 
Facility: 


Dept/Svc 


Key  Words: 


Acute  leukemia. 


relap 


non-Hodgkin's  lymphoma,  relapse 


Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost: 

FY-80  MEDCASE  Cost: 

[ — - __ - - - - - 

Periodic  P.e 

view  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  fp0  study  the  effectiveness  of  m-AHSA  as  an  inducing 
agent  for  acute  leukemia  and  non-Hodgkin's  lymphoma  in  relapse. 


j 

■j 

| 

! 


i 


‘Technical  Approach:  Non-randomized  study  for  non-Hodgkin's  lymphoma 
and  acute  non-lymphocytic  leukemia;  randomized  between  two  dosage 
schedules  for  acute  lymphocytic  leukemia. 


Progress  during  FY-80:  Qne  patient  with  non-lymphocytic  leukemia  was 
placed  on  study  and,  after  two  courses,  the  patient  had  a  transient 
peripheral  blood  blast  count  decrease  but  no  detectable  marrow 

,  response. - - — - - — - - - - — 

Number  of  subjects  to  be  studied  before  completion  of  study: _ _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  Rene  for  our 
patient  but  nationwide,  severe  cardiac  arrythmias  have  been  reported. 

Conclusions:  Study  remains  open  with  precautions  of  continuous  cardiac 
monitoring  during  administration  of  ra-AKSA 

Publications  or  Abstracts.  FY-80: — 
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Date ;  ?Q_QC±  f.Q . " . . I  Protocol  No:'  "gj Oh  Status:  Interim _ 

1  ''Final 

Title  of  Project:  SLOG  PROTOCOL  //  78 1 8  1 - t~*-1 - 

Ay;.  luation  of  Rubidazone  in  Children  v.lt.h  Acute  Lymphoblastic  and 
Acute  Myelogenous  Leukemia,  Phase  II* 


-C-xting  Date:  i;.  .tut.  PO _ (estimated  Completion  Date: _ 

‘rincipal Investigator:  Frederick  B,  Ruynann  MD,  COL  MC 


.Associate  Investigators: 


I1  anility: 


Paul  J.  Thomas  MD,  LTC  MC 


cy  Words:  Acute  leukemia,  relapse 


A  c cumulative  Mil  D CASE 
Cost: _ 


Y-SO  MEDCASE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
st 


Periodic  Review  Results:^ 
(to  be  filled  in  by  DCI) 


•rudy  Objective:  <j_>G  study  the  effectiveness  of  Rubi dazone  in  inducing 
’•omissions  in  children  with  acute  leukemia  in  relapse*  . 


Technical  Approach:  Randomized  study  of  two  dosage  schedules  of 
Rubidazone  given  intravenously  over  one  hour. 


Progress  during  F5T-80:  One  patient  with  T-cell  leukemia  in  florid  relap 
was  placed  on  study;  hovrever,  he  expired  within  12  hours'- of  re-  ' 
ceiving  the  Rubidazone,-  cause  of  death  not  certain,  autopsy  results 
rending.  _ _ _ _ _ 


; lumbar  of  subjects  to  bs  studied  before  completion  of  study:  _ _ 

Sjrious/unexpected  side  effects  in  subjects  participating  in  project:  gee  progress- 
death  may  have  been  drug-related  study  coordinator  notified. 


Conclusions:  gtudy  remains  open  until  supply  of  Rubidazone  is  exhausted 

ne  one  death  within  12  hours  was  initially  thought  to  be  a  possible  ' 
.'rug  related  death.  The  child  developed  progressive  coma  and  heart 
rate  and  rhythm  disturbances  culminating  in  a  cardiac  arrest.  At 
utopsy,  the  child  had  massive  leukemic  infiltrations  in  the  abdonin- 
1  organs,  the  CNS,  and  the  heart,  including  an  infiltration  of  the 
' cart  around  the  A-V*node.  The  pathologists  were  content  to  call  the  ' 
'-.use  of  death  massive  leukemic  infiltration  and  it  was  their  cbiniorj 
■•hat  th  drug  played  little  or  no  role  in  the  death. 


Date:  pp  p c,'V  SO 


~|Pr otocol  No :  6 1 0  r) 


Status:  Interim 


Title  of  Project:  SV/0G  PROTOCOL  ,7  ?60?P 

Kvaluation  of  Lithium  Carbonate  in- the  Amelioration  of  Hematopoietic 
Toxicity  Folio cine  Cancer  Chemotherapy  in  Children  with  Solid  Tumors 
vrlth  ,  A h-COUoFU y-Pho nr.  II - — — . - - - 


Starting  Date:  u,  .TUT,  80 


jEstimated  Completion  Date:  — 


Principal  Investigator:  Frederick  B.  Ruymann  MD,  COL  MC 

Associate  Investigators:  Facility: 

Paul  J.  Thomas  HU,  LTC  MC  _ 

Dept/Svc 


Key  Words: 


Solid  tumors,  pediatric,  chemotherapy. 


Accumulative  MFDCASE 
Cost: 


Acctnnu!  dive  Contract 
Co  st :  _ 


A  c  c  lunul  ati  ve  Supply 
Cost; 


FY-80  MEDCASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  ^o  study  the  effectiveness  of  lithium  carbonate  on  the 
neutropenia  caused  by  AD-CON-FU;  to  study  the  effectiveness  of 
AD-CON-FU  (adriamycin,  cytoxan,  vincristine,  and  5-flurouracil) 
on  various  pediatric  solid  tumors  in  patients  not  eligible  for 
other  protocols  of  higher  priority. 


Technical  Approach:  Randomised  study  with  respect  to  the  addition  or 
not  of  lithium  carbonate  to  the  four  drug  chemotherapy;  stratified 
by  tumor  type  7 


Progress  during  FY-80:  No  Y/RAMC  patients  have  been  entered  on  this  study. 


Number  of  subjects  to  bs  studied  before  completion  of  study:  — 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-80: 
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late:  ?0  OCT  SO  (Protocol  No:  6 10a  | 

Status:  J  id  iix'isd  X 

,i  tie  of  Project:  SiVOG  PROTOCOL  //  760/; 
evaluation  of  Galactitol.  in  Patients  with 

1 

Final 

Advanced  Cancer,  Phase  j 

karting  Data:  2.  MAY  80  Estimated  Completion.  Data:  OCT  SO 

id'incipal  Investigator:  Frederick  B.  Ruymann  MD,  COL  MC 


Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 


Facility: 


Dept/Svc 


key  Y/ords:  galactitol,  Phase  II 


Accumulative  MED  CASK 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


i  Y-SU  MED CASE  Cost: 

Periodic;  lievrc.v  Results: 

j  (to  be  filled  in  by  DCI) 

Study  Objective:  To  study  the  effect  of  Galactitol  on  advanced  childhood 
malignancies  and  to  evaluate  toxicity* 


Technical  Approach:  Non -randomized  study  with  luiti'sl  dosage 
for  liver*  kidney  or  bone  marrow  impairment* 


modification 


Progress  during  FY-80:  V/lfAMC  patients  were  entered  on  this  study 


Number  of  subjects  to  be  studied  before  completion  of  study? — _  _ 

Serious/unexoected  side  effects  in  subjects  participating  in  project:  Groupv/ide  trials 
revealed  ‘serious  hematological  complications  —  none  in  iVRAMC  patients 

Conclusions:  g^udy  closed  by  Group  because  of  serious  side  effects  and  ■  ; 
overall  lack  of  response.  '  \ 

Publications  or  Abstracts.  FY-80: 
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Date:  20  OCT  80  IProlocol  No:  Si 07 

Status:  Interim 

Title  of  Project:  sy0G  PROTOCOL  ,'f  78 10 

Evaluation  of  Anguidine  in  Children  with  Acute  by. 
Mon-lyraphoblastic  Leukemia  in  Relapse,  Phase  11. 

Starting  Date:  1  h  JUL  80  [Estimated  Completion  Date:  _ 

Principal  Investigator:  Frederick  B.  Ruymann  MJ),  COL  EC 

JSasfR 

tnph o clastic  an d 

Associate  Investigators: 

Paul  J.  Thomas  ED,  LTC  EC 

Facility: 

Dept/Svc 

Key  Words:  Acute  leukemia,  relapse 


Accumulative  MED  CASE 

Cost: 

Accumulative 

Cost: 

Contract 

A  ocumulatj  ve  Supply 

Cost: 

FY-80  MEDCASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  y0  study  the  effectiveness  of  anguidine  in  inducing 
remissions  in  children  with  acute  leukemia  in  relapse 


Technical  Approach:  Ron-randomized  study  of  anguidine  with  dosage 
modification  depending  on  degree  of  toxicity 


Progress  during  FY-80:  One  patient  with  juvenile  chronic  granulocytic 
leukemia  had  a  transient  response  but  quickly  relar sod. 


Number  of  subjects  to  be  studied  before  completion  of  study  *■- 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  study  remains  open  for  monocytic  and  monomyelocy tic 
leukemia 

Publications  or  Abstracts.  FY-80:  — 
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Rate:  20  00?  rO  {.Protocol  No:  6  *03 

Status:  Interim 

Title  of  Project:  S170G  PROTOCOL  if-  7621 

::o;V  versus  OPP  in  the  Treatment  of  Children  with 
Tumors,  Phase  III, 

Starting  Date:  Zh  HAP  80  {Estimated  Completion  Date:  - 

Principal  Investigator:  Frederick  B,  Ruynann  MD,  COL  MC 

Filial 

Recurrent  Brain 

Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 
Eugene  George  MD,  COL  MC 

Facility: 

Dept/Svc 

Keywords:  Brain  tumor,  recurrent 


Accumulative  MED  CASK 

Cost: 


iT-SO  MED  CASK  Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCX) 


Study  Objective:  To  study  the  comparative  effect  of  vincristine, 
prednisone  and  procarbazine  with  or  without  nitrogen  mustard  in 
the  treatment  of  childhood  recurrent  brain  tumors. 


Technical  Approach:  Randomized,  study  for  the  addi  tion  of  nitrogen 
mustard  to  vincristine,  prednisone,  and  procarbazine. 


Progress  during  FY-80:  No  V/RAMC  patients  v/ere  entered  on  this  study 


Number  of  subjects  to  be  studied  before  completion  of  study: 
Serious/ unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-80: 


Date:  20  OCT  80  | Protocol  No:  6 109 

Status:  llhtctiml 

1 

Final 

-title  ot  -Project:  gv/OG  PROTOCOL  if  7709 

Evaluation  of  Compliance  in  Children  ..ith  Malignant  Disease  Treated 
with  Prednisone 

Starting  Date:  2K  MAR  80  Estimated  Completion  Date:  OCT  80 

Principal  Investigator:  Frederick  B.  Ruymann  MD,  COL  MC 

Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 

Facility: 

Dept/Svc 

IveyWorda:  Compliance,  prednisone 


Acciunvioilva  ME.OCASS 

Accumulative 

Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

.  . i 

FY-SO  IMEDCASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  evaluate  the  compliance  of  patients  receiving  pred¬ 
nisone  for  malignant  diseases. 


Technical  Approach: Study  of  urine  samples  for  presence  of  steroid 
metabloites. 


Progress  during  FY-80:  Ifo  y/RAllC  patients  entered  on  this  study 


N umber  of  subjects  to  be  studied  before  coniplefion  of  study:  —  ^ 
Surious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions,  g^udy  closed  by  Group  because  of  adequate  numbers  of 
patients  entered. 


Publications  or  Abstracts.  FY-80:  - 


':ie:  op  r'T  1  Protocol  No:  Ai  10  1 

Status:  Interim 

1 

FhihlX 

via  ot  iroject:  s;v0G  PROTOCOL  /•'  ?865 

cute  Lymphoblastic  Leukemia  Classification  Portion  of  ALinC  13 

Xaxtins:  Date:  .tatj  p.p  {Estimated  Completion  Date: 

Principal  Investigator:  Frederick  B. 

Ruymann  MD,  COL  MC 

Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC,  MC 
son aid  Karcher  MD,  LTC  MC 
Barbara  Detrick-Hooks 

Facility: 

Dept/Svc 

jCey  Words:ACUte  Lymphoblastic  leukemia,  classification 


Accumulative  MEDCASE 


Accumulative  Contract 


Accumulative  Supply 


Cost: 


Cost: 


b'Y-80  MEDCASE  Cost: 


Periodic  Review  Results: 
(to  be  f  ill  ed  in.  by  DCX) 


Study  Objective:  rpQ  evaluate  the  classification  of  acute  lymphoblastic 
leukemia  by  studying  cytochemical  staining  and  immunologic  charac¬ 
teristics  of  the  blasts 


Technical  Approach:  Evaluation  of  the  blasts  in  the  bone  marrow  by  the 
use  of  cytochemical  stains. and  immunologic  studies. 


Progress  during  FY-80:  8  V/RAMC  patients  have  been  entered  on  this  study 
with  2  T-cell  and  6  "non-T,  non-B.cell"  leukemias  identified. 
Techniques  have  been  established  and  verified  in  the  pathology  lab 

Number  of  subjects  to  be  studied  before  completion  of  study:  ~~~ _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  ~~ 


Conclusions:  T-cell  and  B-cell  leukemias  separable  from  other  acute 
lymphoblastic  leukemias  and  separate  treatment  protocols  are  based 
on  the  ability  to  make  these  distinctions.  Study  remains  open. 

PubrcatioDS  or  Abstracts.  FY-SOi — 
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Date:  20  OCT  80 

1  Protocol  No:  Gill  ! 

Status:  Interim 

/Final  a 

Title  of  Project:  g'.VOG  PROTOCOL 
Evaluation  of  Anguidine  in 
Tumors,  Phase  II. 

!:■  7812 

the  Treatment  of  Central  nervous  System 

Starting  Date:  '5  MAR  80 

1 

Estimated  Completion  Date: 

— 

Principal  Investigator:  Frederick  B. 

Ruyraann  MD,  COL  MC 

Associate  Investigaiors: 

Facility: 

Paul  J.  Thomas  MD,  LTC 
Eugene  George  MD,  COL  M 

MC 

C 

Dept/Svc 

Keywords:  CNS  Tumors,  recurrent 


Accumulative  MED CASE 

Cos.,.  _ _  _ _ _ 


Accumulative  Contract 


Accumulative  Supply 


Coot: 


FY-80  MED  CASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DC!) 


Study  Objective:  To  '  study  the  effect  ox  intravenous  anguidine  given 
weekly  in  children  v/ith  recurrent  brain  tumors. 


Technical  Approach:  lion-randomized  study  with  dosage  adjustments  for 
'impaired  liver,  kidney,  and  bone  marrow  function. 


Progress  during  FY-80:  j.j0  yp/j.'Q  patients  have  been  entered  on  this  study 


Number  of  subjects  to  be  studied  before  completion  of  study:  _ 

Serious  /unexpected  side  effects  in  subjects  participating  inproject:  — 


Conclusions,  This  study  remains  open  for  non-astrocytomas 


Publications  or  Abstracts.  FY-80  - 


Date:  ^0  OCT  80 

(Protocol  No:  £.)  IP. 

Status:  Interim 

Pin  it  X 

valuation,  of  Rubidazone  in  tho  Treatment  of  Children  with  Solid 
.  j.nors,  Phase  II. 


Si artingPate:  it  JUL  80 


Estimated  Completion  Date:  — 


Principal  Investigator:  Frederick  B.‘  Ruymann  HD,  COL  MC 


Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 


Facility: 


Dept/Svc 


Key  Words: 


Brain  tumor,  recurrent;  solid  tumor,  recurrent 


Accumulative  MED  CASS 


Accumulative  Contract 
Cost: 


Accumulative  Suppty 
Cost: 


Pi-SO  MED  CASE  Cost: 

Periodic  Review  Results: 

(to  ho  filled  in  by  DGI) 

Study  ObjectiveiTo  study  the  effect  of  rub.idazone  oh  recurrent  solid 
tumors  and  brain  tumors  in  children. 


Technical  Approach:  Non-randoraized  study  with  dosage  adjustments  for 
impaired  liver,  kidney,  and  hone  marrow  function. 


Progress  during  FY-80:  No  V/RAMC  patients  were  entered,  on  this  study. 


I lu mber  of  subjects  to  be  studied  before  completion  of  study:  — 
Eorious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  study  remains  open  until  supply  of  rubidazone  is  exhausted 


Publications  or  Abstracts,  i  j  -80: 


Date:  Z Q  OCT  80 


"[Protocol  No:  _  £lILL 


Title  of  Project:  sv/OC  PROTOCOL  //  76 1 7 


Status:  Interim 


Combination  Chemotherapy  with  Vinblastir.  Sulfate  and  Bleomycin 
in  Children  with  Metastatic  Solid  Tumors,  Phase  II. 


Starting  Date:  ZU  MAR  80 


IE stimated  Completion  Date: 


Principal  Investigator:  Frederick  B.  Ruymann  MD,  COL  MC 


Associate  Investigators: 


Paul  J.  Thomas  MD,  LTC  MC 


Facility: 


Dept/Svc 


keyVimds.  Soiid  ^-ujnorSj  pediatric,  metastati 


xc 


Accumulative  MED  CASE 
Cost: 


Accumulative  Contract 
Cost: 


FY-80  MED CASE  Cost: 


Accumulative  Supply 
Cost; 


Periodic  Pie  view  Results; 
(to  be  filled  in  by  DC!) 


Study  Objective:  ^o  study  the  effect  of  treatment  of  metastatic  pediatric 
solid  tumors  with  vinblastin  and  bleomycin. 


Technical  Approach:  Non -randomized  study  with  dosage  adjustments  for 
impaired  liver,  kidney,  or  marrow  function. 


Progress  during  FY-80:  No  V/RAMC  patients  were  entered  on  this  study. 


Number  of  subjects  to  be  studied  before  completion  of  study: 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 

Conclusions:  Study  remains  open 
Publications  or  Abstracts.  FY-80:  — 


30  OCT  80 


Hatep 
Title  of  Project: 


1  80  1  Protocol  No:  6l  1-'  1 

status:  interim 

lined 

SV/OG  PROTOCOL  ;y  733 1 

Starting  Data:  2k  MAP  80  (Estimated  Completion  Date:  i  OCT  80 

Itrincipal  Investigator:  Frederick  B.  Ruymann  HD,  COL  MC 

Associate  Investigators:  Facility: 

Paul  J.  Thomas  KD,  LTC  MC  _ _ ; _ 

Dept/Svc 


Jvcy  Words.  Aou£e  leukemia,  neocarzinostatin 


Accumulative  MSDCASE 


Accumulative  Contract 


Accumulative  Supply 


Cost: 


Cost: 


Cost: 


Y-SO  LIED  CAS! 


Periodic  Review  Results^ 

(to  be  filled  in  by  DCI) 


Study  Objective:  To  study  the  effectiveness  of  Neocarzinostatin  in  in¬ 
ducing  remissions  in  acute  leukemia  in  relapse,. 


Technical  Approach:  Iion~randoraizod  study  of 
intravenously  daily  for  5  days. 


rz3.no 


statin,  given 


Progress  during  FY-80:  ho  V/RAMC  patients  were  entered  on  this  study. 


Number  of  subjects  to  be  studied  before  completion  of  study: 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  Severe 
myelosuppression  and  thrombocytopenia  (MoFah  w&amc.) 

Conclusions:  Study  closed  by  group  because  of  toxicity 


Publications  or  Abstracts.  FY-80: 


Date:  ?0  OCT  80  I  Protocol  No:  0 11 S 

Status:  Interim 

Title  of  Project:  g./0G  PROTOCOL  j'i  7376 

Evaluation  of  the  liatural  History  of  Histiocytosis 

Starting  Date:  p  i  MAT?  80  (Estimated  Completion  Date:  _ 

Principal  Investigator:  Frederick  B.  Ruymann  ED,  COL  MC 

Pi  halt 

X 

Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 

Donald  Karcher  MD,  LTC  MC 

Facility: 

Dept/Svc 

KeyWords: 


Histiocytosis 


X 


Accumulative  MED  CASE 

j  Accumulative  Contract  1 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

FY-80  MEDCASE  Cost: 

Periodic  Be 

view  Results : 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  characterize  the  course  of  Histiocytosis  X  in 
children  who  have  not  been  previously  treated. 


Technical  Approach:  studies  of  extent  of  disease  immunologic  competence, 
effects  of  disease,  and  effects  of  therapy  at  yearly  intervals. 


Progress  during  FY-80:  p0  VJRAMC  patients  have  been  entered  on  this  study. 


Number  of  subjects  to  be  studied  before  completion  of  study:  — 
Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-80:  - 


53  5: 


X*T"0*6C»'*  c i  f,  >r»  o* >  *■'  im^'O  r  '•  r)^  i  o  -  - 

-  EdV  plus  Bleomycin  and  A- COPE  with  Involved  Field  Radiation  Then  any 
in  Stage  III  Hodgkin's  Disease  in  Children. 


MAR-St 


::  aiding  Date:  p  Kfp  ftp _  Icsf  lmated  Completion  Date: _ — 

Principal  Investigator:  Frederick  B.  Ruymann  KD,  COL  MG 


Associate  Investigators:  Facility: 

Paul  J.  Thomas  MI),  LTC  MC _ 

ion  aid  Karcher  MD,  LTC  MC 

.Vi  Hi  an  He  glia  MD,  LTC  MC  Depfc/Svc 

I 'on  roe  Levine  MD,.  J-TC  MC _ _ _ 

Key  Words:  Hodgkin's  disease,  stage  III 


Accumulative  MED  "•ASP 

Cost: 


.At— SO  PLED  CASE  Cos!;: 


Accuraulalive  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  .Review  ke.sulcs.-_ 
(to  be  filled  in  by  DCX) 


Technical  Approach:  Randomized  study  between  two  chemotherapy  arms. 
l.OPP-Bleo  and  ADOPT*,  followed  by  radiation  therapy  and  further 
chemotherapy  with  the  same  drugs. 


Progress  during  FY-80:  Two  patients  were  entered  on  study  and  both 
appear  to  have  had  a  complete  response  to  therapy. 


K umber  of  subjects  to  be  studied  before  completion  of  study: _ ~~ 

Terious/unexpected  side  effects  in  subjects  participating  in  project:  — 


r 


_ jSlnhts:  Interim 

,  |  EiriaK 

title  of  Project:  SV/0G  PROTOCOL  77 1  2 

Comparison  of  Treatment  Regimens  for  the  first  CHS  Relapse  in 
Children  with  Acute  Lymphocytic  Leukemia,  Phase  III. 

Starting  Date:  i jm.  ,°.p  {Estimated  Completion  Date:  _  _ 


Date:  ?n  nr.V  fif) 


Protocol  No:  fill? 


Principal  Investigator:  Frederick  B.  Ihiynann  MD,  COL  MC 


Associate  Investigators: 

Paul  J.  Thomas  MD, 
William  Keglia  MD, 


Facility: 


LTC  MC 
LTC  MC 


Dept/Svc 


Keywords:  CNS  leukemia 


Accumulative  MED  CASE 


Accumulative  Contract 


Accumulative  Supply 


Cost: 


Cost: 


Cost: 


FY-SO  MBDCASE  Cost: 


Periodic  Review  Ik; suits: 


(to  be  filled  in  by  D  CJ.) 

Study  Objective:  ‘io  study  "the  effectiveness  of  radiation  therapy  and 
intra  thecal  therapy  in  the  treatment  of  CNS  leukemia;  to  study 
the  effect  of  maintenance  intrathecal  therapy  versus  no  maintenance 
in  duration  of  response. 


Technical  Approach:  Randomized  study  after  successful  therapy  v/ith 
radiation  therapy  to  the  skull  and  intrathecal  therapy  with  metho¬ 
trexate,  hydrocortisone,  and  cytosine  arabinoside.  Randomization 
between  no  further  therapy  versus  intrathecal  triple  drug  therapy 
every  8  weeks.  Requires  systemic  reinduction  protocol  in  addition. 


Progress  during  FY-80:  No  Y/RAMC  patients  have  been  entered  on  this  stu 


Number  of  subjects  to  be  studied  before  completion  of  study:  — _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  study  remains  open 


Publications  or  Abstracts.  FY-80: 


Bate:  2D  OCT  SO  1  Protocol  No;  L  l  ] p, 

Status:  Interim 

Title  of  Project:  gv/OG  PROTOCOL.  ?90p 

ACOP-plus  for  I.’on-Hoggkin 1  s  Lymphoma  in  Children, 

Starting  Date:  14  JUL  80  [estimated  Completion  Date: 

Principal  Investigator:  Frederick  B.  Ruymann  MD,  COL  MC 

>F5)Ud 

Phase  III. 

Associate  Investigators: 

Paul  J.  Thomas  MD,  I.TC  MC 

Donald  Karcher  MD,  LTC  MC 
William  Meglia  MD,  LTC  MC 

Facility: 

Dept/Svc 

Keywords:  Kon-Hodekin »  s  lymphoma, '  therapy 


Accumulative  LIED  CASE 
Cost: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost: 

FY-SO  MEDCASE  Cost:  j 

Periodic  Review  Results: 

| 

(to  be  fills 

a  in  by  DCI) 

Study  Objective:  To  study  the  effectiveness  of  radiation  therapy  with 
ACOP-plus  chemotherapy  versus  radiation  therapy  with  LSA?-Lp  chemo¬ 
therapy  in  obtaining  and  maintaining  remissions  in  childhood  non- 
Hodgkin’s  lymphoma. 


Technical  Approach:  Randomized  study  between  chemotherapy  regimens 
ACOP-plus  (adriaraycin,  cytoxan,  vincristine,  prednisone,  6-morcaptb- 
purine)  and  LSA^-Lz  (daunomycin,  BCNU,  hydroxyurea,  L-asparaginase, 
6-thioguanine,  cytosine  arabinoside,  vincristine,  prednisone,  cytoxan 
methotrexate,  intrathecal  methotrexate) 


Progress  during  FY-SO:  Two  V/R.AhC  patients  were  entered  on  this  study 
and  ooth  have  achieved  satisfactory  remissions  on  the . ACOP-plus  arm. 


N umber  of  subjects  to  be  studied  before  completion  of  study:  _ 

Scrious/unexpected  side  effects  in  subjects  participating  in  project: 


1 


Date:  20  OCT  80  |Protocol  No:  find 

Status:  Interim 

Title  of  Project:  g./OO  PROTOCOL  ,?  77 % 

Adjuvant  Chemotherapy  for  Localized  Unilateral  Ret 
Reese-Kllsworth  Group  jj,  Phase  III. 

Starting  Data:  i  u  JUT,  AO  (Estimated  Completion  Date: 

Principal  Investigator:  Frederick  B.  Ruymann  MD,  COL  KG 

Final 

inoblastoma, 

Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  liC 

Paul  Whitmore  MD,  LTC  MC 

Facility: 

Dept/Svc 

Keywords:  _  .  .  ,  n 

Retrnoblascoaa,  unila 

teral,  chemotherapy 

Accumulative  MEDCASE  Accumulative  Contract  Accumulative  Supply 

Cost:  Cost:  Cost: 

FY-80  MEDCASE  Cost:  Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  q>0  htudy  the  effect  of  chemotherapy  versus  no  chemo¬ 
therapy  after  enucleation  of  unilateral  retinoblastoma,  Reese- 
Ellsworth  Group  5. 


Technical  Approach:  Randomized  study  between  chemotherapy  with  vin¬ 
cristine  and  cytoxan  versus  no  chemotherapy. 


Progress  during  FY-80:  No  V/RAMC  patients  have  been  entered  on  this  study 


Number  of  subjects  to  be  studied  before  completion  of  study: — _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: _ 


Conclusions:  gtudy  remains  open 
Pubii cations  or  Abstracts.  FY-80:  — 


539 


rt:  ji  r>r\ 


) Protocol  No :  6  1  ?0 


_  Interim 
Mrfal 


•ule  of  Project:  s;/0G  PROTOCOL  il  7837  .7"' . 

Evaluation  of  Systemic  Therapy  for  Children  with  T-cell  Acute 
lymphocytic  Leukemia,  Phase  III. 


Si  iirtinsr  Date: 


ion  Date:  — 


Principal  Investigator:  Frederick  B»  Ruymann  HD,  COL  MC 


Key  Words: 


T-cell  leukemia 


Accumulative  MEDCASE 

st: _ 

i'-SO  MEDCASS  Cost: 


Accumulative  Contract 
Cost: 


Acciurmlative  Supoly 
Cost: 


Periodic  Review  Results: 
(to  bo  filled  in  by  DCJ.) 


Study  Objective:  rpQ  evaluate  "Duke"  chemotherapy  regimen  versus  LSA2-L0 
regimen  in  the  treatment  of  children  with  T-cell  leukemia*. 


Technical  Approach:  Randomized  study  between  "Duke"  regimen  (vincristine, 
prednisone,  L-aspariginase,  adriamycih,  cranial  radiation,  cytosine 
arabinoside,  6-thioguanine,  methotrexate,  cytoxan,  intrathecal  therapy 
with  methotrexate,  hydrocortisone,  and  cytosine  arabinoside  (ARA-C))' 
versus  LSAp-L-,  regimen  (cytoxan,  vincristine,  prednisone,  L- asparagin¬ 
ase,  daunomyexn,  cranial  radiation,  .intrathecal  methotrexate,  ARA-C, 
6-thioguanine,  BCNU,  hydroxyurea)  in  the  treatment- of  t~cell  leukemia* 
Progress  during  FT-80:  Two  V/RAHC  patients  were  entered  on  study  and  both 
achieved  a  satisfactory  remission;  however,  one  developed  a  testicular 
relapse  followed  by  a  systemic  relapse  and  died. 


Number  of  subjects  to  be  studied  before  completion  of  study: 


Sorious/unexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  study  remains  open 


Publications  or  Abstracts.  FY-80: 


Date:  ?o  Of/P  SO  (Protocol  No:  £l?l 

Status:  Interim 

Mniii: 

roue  oi  project:  s  70G  PROTOCOL  !;■  7? 99 

Rare  Tumor  Registry. 

Starting  Date:  /.  Fob  SO  Estimated  Completion  Date: 

Principal  Investigator:  Frederick  B. 

Ruynann  MD,  COL  MC 

Associate  Investigators: 

Paul  J.  Thomas  MB,  LTC  MC 

Donald  Karcher  MD,  LTC  MC 

Facility: 

Dept/Svc 

Key  Words: 


Rare  tumor  registry 


Accumulative  MEDCASE 

Cost: 


Accumulative  Contract 
Cost: 


FY-80  MED  CASE  Cost: 


Accumulative  Supply 

Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  accumulate  data  on  unusual,  uncommon,  infrequent, 

and  rare  tumors  of  childhood 


Technical  Approach:  Registry  with  pathology  review  of  patients  with 
rare  tumors. 


Progress  during  FY-80:  lio  V/RA11C  patients  have  been  registered  on  this 
study. 


Number  of  subjects  to  be  studied  before  completion  of  study: 
Serious/imexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  study  remains  open 


Publications  or  Abstracts.  FY-SO: 


[Protocol  No:  6 122  Istatus:  Interim 


I  KiliaD 

'title  of  Project:  Sv/OG  PROTOCOL  //■  7829  . " 

Comparison  of  Two  Dose  Regimens  of  Intrathecal  Methotrexate  for 
Treatment  of  CITS  leukemia,  Phase  II. 


Starting  Date:  uL  ,7  nr,  80 _ {Estimated  Completion  Pate: 

Principal  Investigator:  Frederick  B.  Ruymann  HD,  CCL  MC 


Associate  Investigators: 

Paul  J.  Thomas  HD,  LTC  MC 


Facility: 


Dept/Svc 


KeyV/ords:  Leukemia,  CNS, 


Accumulative  MIvDCASE 
Cost: _ _ 


ry-SO  MCDCAirlE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply- 
Cost: 


Periodic  lie  view  .Results 

(to  be  filled  in  by  PCI) 


Study  Objective:  >x’o  evaluate  the  effectiveness  and  toxici  ty  of  two 
methotrexate  dosages  given  intrathecally  for  the  treatment  of  CNS 
leukemia.- 


Technical  Approach:  Randomized  study  between  standard  dose  methotrexate 
and  low  do so  methotrexate  given  intrathecally  for  the  treatment  of 
CNS  leukemia* 


Progress  ducing-FST-'-gO: ''Ho" V/RAMC  patients  have  been  entered,  on  this  study 


Csi: 

imber  of  subjects  to  be  studied  before  completion  of  study: 

Be 

rious/unexpected  side  effects  in  subjects  participating  in  project 

: — 

Conclusions:  study  remains  open 
Publications  or  Abstracts.  FY-80: 


Date:  20  OCT  60 _ 1 1  Vo  to  col  No :  6 1 2  \ _ 

Title  of  Project:  gr/oG  PROTOCOL  11  ?623 
Evaluation  of  Systemic  Regimens  in  the  Treatment 
of  Childhood  (ALinC  12) 

Starting  Date-.  ig  JUT,  80  lEstimated  Completion  Date: 


S~.atus:  Interim 
jgirtgK 

of  Acute  Leukemia 


Principal  Investigator:  Frederick  ,B»  Ruymann,  MD,  COL  MC 


Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MC 
Donald  Karcher  MD,  LTC  MC 
Barbara  Detrick-Hooks 

'Hn-ijin  UoffM  n  HTi  T ,W  1J£. 

Key  Words. Acute  lymphoblastic  leukemia 


Accumulative  MED  CASE 

Accumulative  Contract 

Accumulative 

Cost: 

Cost: 

Cost: 

... 

_ 

FY-80  MED  CASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  y0  investigate  more  intensive  chemotherapy  versus  less 
intensive  chemotherapy  in  the  treatment  of  high  risk  and  standard 
risk  acute  lymphocytic  leukemia 


Facility: 


Dept/Svc 


Technical  Api>roaclx:  Randomized  study  between  three  arras 

1)  vincristine, __  prednisone,  L-asparaginase,  cranial  radiation  v/ith 
intrathecal  methotrexate,  6-mercaptopurine,  methotrexate,  drugs 
during  maintenance  adjusted  to  keep  the  Y/BC  at  3000-4500; 

2)  same  as  1)  4xcept  maintenance  V/BC  kept  at  500-3000; 

3)  vincristine,  prednisone,  L-asparaginase,  cytoxan,  intrathecal 
therapy  v/ith  methotrexate,  hydrocortisone,  and  cytosine  arabinoside, 

Progress  during  FY-SO:  intravenous  methotrexate,  oral  6-mercaptopurine. 

6  V/'KAMC  patients  entered  on  study,  1  died  during  induction  of  CHS 

bleed,  5  successfully  in  primary  maintained  remission. 


Number  of  subjects  to  ha  studied  before  completion  of  study:  _ 

Sorious/unexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  study  remains  open  until  the  second  generation  study 
(ALinC  13)  is  activated  in  late  1980  or  early  1981. 


Publications  or  Abstracts.  FY-80: 


Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  MG 
David  McLeod  MD,  LTC  MC 
William  Neglia  MD,  LTC  MC 


Key  W ords :  v/i  1ms*  Tumo  r 


Accumulative  MED  CASE 
Cost: _ 


V.V-80  MED  CASE  Cost: 


Facility: 

Dept/Svc 


Accumulative  Contract 

A. 

Cost: 

C 

Periodic  Review  Results 
(u)  be  filled  in  by  DCI) 


Study  Objecra. -j:  fji0  investigate  the  therapy  of  different  stage  and 
histology  Wilms*  tumor  with  surgery,  radiation  therapy,  and  chemo¬ 
therapy. 


Technical  Approach;  -Ran  do  missed  study  by  stage  (I--IV)  and  histology 
(favorable  or  unfavorable).  Stage  I  (fav)  -  chemotherapy  with  vin¬ 
cristine  and  actinoraycin-D  for  10  weeks  versus  6  months.  Stage  II 
(fav)  -  2000  P  versus  no  radiotherapy;  vincristine,  actinomy cin-D, 
adriamycin  versus  intensive  vincristine  and  actinonycin-D.  Stage 
III  (fav)-  1000  R  versus  2000  R  radiotherapy ; Chemotherapy  same  as  II 
Stage  IV  and  all.,  (unfav)-  radiation  therapy  with  vincristine,  ■  actino 
Progress  during  FY-80:  my  cin-D,  adriamycin,  -.cytoxan,  • 

Two  patients  were  entered  on  therapy  and  both  have  remained  free  of 
disease  so  far. 


Number  of  subjects  to  be  studied  before  completion  of  study:  • — _ 


"erious/iinexpecfced  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  study  remains  open 


Publications  or  Abstracts.  FY-80:  — 


f 


Date:  ?0  OCT  60 

Protocol  No:  0  ; 

Status:  Interim 

Evaluation  of  MOPE  Adjuvant  Chemotherapy  in  the  Treatment  of  Localized 
Medulloblastoma  and  Ependymoma,  Phase  III. 


Starling  Dale:  Ip  SEP  80 


Isstimated  Completion  Date: 


Principal  Investigator:  Frederick  L.  Ruynann  MD,  COL  MC 


Associate  Investigators : 

Paul  J.  Thomas  MU,  LTC  MC 

Facility: 

William  Reglia  MD,  LTC  MC 

Eugene  George  MD,  COL  MC 

Dept/Svc 

KeyWords:  Medulloblastoma,  ependymoma,  chemotherapy 


Accumulative  MEDCASE 

Accumulati  ve:  Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

_ _  _ _ 

_  .  -  .......  ->  -  -  - — . . 1 

- - - - 

FY-80  MED  CASE  Cost: 


(to  be  filled  in  by  DCI) 


Study  Objective: 'X'o  evaluate  radiation  therapy  alone  versus  radiation 
therapy  plus  MOPP  (mustargen  -  nitrogen  mustard,  oncovin  ~  vincristine, 
prednisone,  and  procarbazine)  chemotherapy  in  the  treatment  of 
localized  medulloblastoma  and  ependymoma. 


Technical  Approach:  Randomized  study  between  radiation  therapy  and 
radial tion  therapy  plus  MOPP. 


Progress  chirinp-  FY-80:  No  V/RAMC  patients  have  been  entered  on  this 
protocol 


Number  of  subjects  i  o  be  studied  before  completion  of  study: 
Serious/unexpected  side  effects  in  subjects  participating  iu  project:  — 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-80: 


A100  636 
Unclassified 


HALTER  REED  ARMY  MEDICAL  CENTER  WASHINGTON  DC  F/6  6/5 

ANNUAL  PROGRESS  REPORT  (FY-80>  DEPARTMENT  OF  CLINICAL  INVESTIGA— ETCCU) 
SEP  80  T  M  BOEHM 


Date:  20  OCT  80 _ '[Protocol  No:  63  26 

Title  of  Project:  SV/CG  PROTOCOL  799-1 
Therapy  for  Lxtra-oculsr  Retinoblastoma  with 
cri  stine,  Adriamycin  and  Irradiation. 


_ Status :  Tntorim 

_ PjUal _ 

Cyclophosphamide,  Viri- 


Sharting  Date:  1 L  JUL  80 


Ikstimated 


Completion  Date:  — 


Principal  Investigator:  Frederick  B.  Ruymann  HD,  COL  HC 


Associate  Investigators: 

Paul  J.  Thomas  MD,  LTC  KC 
Paul  V/hitmore  MD,  LTC  MC 
Li  Hi  am  Neglia  MD,  LTC  MC 


Key  Words: Retinoblastoma,  extra-ocular 


Facility: 


Dept/Svc 


Accumulative  MEDCASS 
Cost :  _ _ 


Accumulative  Contract  Accumulative  Supply 

Cost:  Cost: 


OP- SO  MED  CASE  Oost:_ 


Periodic  lie-view  Results: 

(to  be  f  illed  in  by  DCI) 


Study  Objective:  To  study  the  effect  of  chemotherapy  end  radiation 
therapy  in  the  treatment  of  extra-ocular  retinoblastoma  by  class 
(degree  and  type  of  spread) 


Technical  Approach:  Non -ran  doml’/.ed  study  v/ith  treatment  regimen 
specified  for  each  class  Class  3  ~  chemotherapy  v/ith  vin¬ 

cristine  and  cytoxanj  class  2  ~  chemotherapy  v/ith  vincristine, 
cytoxan,  adriamycin,  intrathecal  three  drug  therapy,  and  radiation 
therapy;  class  3>  4S  and  5  use  the  same  treatments  used  in  class  2 
but  vary  the  length  of  therapy  and  use  the  intrathecal  therapy  only 
if  there  is  danger  of  ‘  spread,  to  the  spinal-  .fluid,,  -  -  ' 

Progress  during  FY-80:  one  patient  has  been  entered  on  this  study  and 
is  tolerating  the  titer apy  very  well. 


Number  of  subjects  to  be  studied  before  completion  of  study:  — _ 

Perious/unexpected  side  effects  in  subjects  participating  in  project:  — 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-80: 


Date:  TO  OCT  80 


Title  of  Project:  £1700  PHOTO 
Evaluation  of  Induction, 
Periodic  Reinforcement, 

Leukemia,  Phase-.XIX. - 

Starting  Date:  2  MAY  80 _ 


(Protocol  No:  6 1  2 7 

Status:  Interim 

Final  X 

COL  i!  7721 

Remission  Maintenance  with  and  without 
and  CNS  Prophylaxis  in  Acute  lion-Lymphocy tic 


(Estimated  Completion  Date: 


Principal  Investigator:  Frederick  B.  Ruymann,  MD,  COL  MC 


Associate  Investigators:  Facility: 

Paul  J.  Thomas,  MD,  LTC  MC  ^ — T~ 

V/illiam  Heglia,  MD,  LTC.HC  Dept/Svc 

Donald  Karcher,  MD,  MAJ  MC  - 


key  Words. ;-iCUto  pori_Lymphocytic  leukemia 


Accumulative  MEDCAS.E 

Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost: 

...  ...  . 

-  ...  -  _  --  -  -- 

-  -  -  -  —  _ 

FY-80  MEDCASE  Cost: 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 

Study  Objective:  To  investigate  the  induction  rate  in  non~lymphocytic 
leukemia  of  vincristine,  adriaraycin,  and  prednisone  ( VAP) ;  to  in¬ 
vestigate  the  effectiveness  of  CNS  prophylaxis  with  radiation  therapy 
and  intrathecal  therapy  with  methotrexate,  hydrocortisone,  and  cyto¬ 
sine  arabinoside;  to  investigate  the  effect  of  periodic  reinforcement 
(VAP)  on  maintenance  therapy. 

Technical  Approach:  Standard  VAP  induction  with  alternate  in  duction 
v/ith  6-thioguanine  and  cytosine  arabinoside  (ARA-C)  if  VAP  induction 
fails.  CNS  prophylaxis  with  radiation  therapy  and  triple  intrathecal 
drug  therapy.  Randomized  maintenance  arras  consisting  of  cycles  of 
6-thioguanine  and  ARA-C;  cytoxan,  vincristine,  ARA-C,  and  prednisone; 
-  vincristine,  adriaraycin,  prednisone. 


Progress  during  FY-80:  Two  patients  were  entered,  on  study.  One  patient 
died1’ of  overwhelming  varicella  infection  during  induction;  the  other 
has  achieved  a  satisfactory  remission  and  is  on  maintenance. 


Number  of  subjects  to  be  studied  before  completion  of  study: _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-80: 
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I  Protocol  No:  £l  Pq_ 


: t c: :  go  OCT  BO  _ 1  Protocol  No:  G 1  Po _ _ _ _ jStntus:  Interim _ 

oi  Project:  PROTOCOL  if  790 1 

;:cue  Therapy  for  JJon-CIJS  Extra-medullary  Pi  sense  in  .children  v/ith 
arte  Lymphoblastic  Leukemia,  Phase  HI 

•: rtingPate:  1  G  MAY  60  [Estimated  Completion  Date:  _ “ _ _ 


« rtio'4  Pate:  jA  MAY  80 _ (Estimated  Completion  Date: 

.  incipal Investigator:  Frederick  B.  Ruynanti  KD,  COL  MC 


ouociate  Investigators: 


mil  J.  Thomas  KD,  LTC,  MC 
illiara  Neglia  MD,  LTC  MC 


Facility: 


Dept/Sve 


icy  Words:  Extra-medullary  leukemia 


ccumulative 

•at: 


ive  LIED  CASE  Accumulative  Contract 

_ _  Cost: _ 


Accumulative  Supply 
Cost: 


■  30  ivLEDCAEE  Cost: 


Periodic  Review  Rcsults:_ 

(to  be  filled  in  by  PCI) 


Study  Objective:  ffo  determine  the  effectiveness  of  radiation  therapy 
o  local  areas  of  extra-medullary,  lion-CKS  leukemia. 


fechiucal  Approach:  tfon~randomisr.ed  standard,  therapy  for  various  site  of  ■ 
extramedullary  leukemia  —  including  kidneys,  testes,  mediastinum, 
.-cular  sites,  and  bone.  Systemic  therapy  also  required. 


Progress  during  FY-80:  One  patient  v/ith  T-cell  leukemia  vrith  a  testicular 
'elapse  responded  well  to  the  radiation  therapy  to  the  testes  but 
offered  a  systemic  relapse  and  died. 


1 1 mber  of  subjects  to  be  studied  before  completion  of  study:  — _ 

: d ous/ unexpe cted  side  effects  in  subjects  participating  in  project:  — 


'.nclusxons:  study  remains  open 


’ublications  or  Abstracts.  FY-80: — 


* 


1 


Date:  ?.0  OCT  80  ! Protocol  No:  0 1 29 

Status:  Interim 

FinaL:  X 

J  v  vv  J.*  u  (  /  w  V 

Multi  drug  Adjuvant  Chemotherapy  in  lion-metastatic  Osteosarcoma, 
Comparison  of  CONPADRI-I  with  COMP A DPI -V 


Starting  Date:  dO  HAY  80 


Estimated  Completion  Date: 


Principal  Investigator:  Frederick  B.  Ruymann,  MD,  COL  MC 


Associate  Investigators: 

Paul  J.  Thomas  Mi),  LTC  MC 
Monroe  Levine. MD,  LTC  MC 


Facility: 


Dept/Svc 


Keywords:  Osteosarcoma,  chemotherapy 


Accumulative  1VIEDCASE 

Cost: 


Accumulative  Contract 

Cost: 


Accumulative  Supply 
Cost: 


FY-80  MEDCASE  Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  To  compare  two  chemotherapy  and  surgery  regimens  in 
the  treatment  of  osteosarcoma  (non-aetastatic) . 


Technical  Approach:  Randomized  study  between  surgery  followed  by 
CONPADRI-I  chemotherapy  (cytoxan,  vincristine,  melphalan,  and 
adriamycin)  versus  high  dose  methotrexate  for  7  courses  followed 
by  surgery  followed  by  cytoxan,  vincristine,  melphalan,  and  adria¬ 
mycin. 


Progress  during  FY-80:  j.j0  v/KAl-IC  patients  have  been  entered  on  this 
protocol 


Number  of  subjects  to  be  studied  before  completion  of  study: _ _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: _ 


Conclusions:  Study  remains  open 


Publications  or  Abstracts.  FY-80: 
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22  CCT  SO 


_ _ _ _  1  Proto  col  No:  f  j jQ _ _ _ Status:  Interim _ 

,  _ Pitt&X _ 

i-itle  of  Project:  sv/OG  PROTOCOL  //  8002 

X-r.kination  Chemotherapy  with  Adriamycin,  Ci s-diaminin  <#di cl  oropl  atinu 
..ncri  stine,  and  Cytoxan  in  Children  with  Metastatic  Neuroblastoma, 

TV  _ _  _ - _ _ 


v  artiag  Date;  1  QCT  fiQ _ iKsthnated  Completion  Date: _ _ _ _ 

Principal  Investigator:  Frederick  B.‘  RUymann,  MD,  COL  HC 


Associate  Investigators: 

ul  J.  Thomas,  MD,  LTC,  MC 


Dept/Svc 


.Keywords:  Neuroblastoma,  Stage  IV,  chemotherapy 


Accumulative  MED  CASE 
Cost: _ 


T-SO  MEDCAS.E  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results: 
(to  be  filled  in  by  DC!) 


Study  Objective;  To  investigate  the  effectiveness  and  tqxicities  of 
four  drug  chemotherapy  on  childhood  metastatic  neuroblastoma,. 


Technical  Approach:  Non  randomized  study  using  vincristine,  cytoxan, 
Vdriamycin,  and  ci.s-platinum  in  children  with  stage  IV  neuroblastoma 
atient  must  have  a  measurable  lesion. 


Progress  during  FST -80;  No  V/RAMC  patients  have  been  entered  on  this 
jrotocol,  ••  - — - - - . 


Number  of  subiects  to  be  studied  before  completion  of  stud 


Surious/unexpected  side  effects  in  subjects  participating  in  project: _ 


Date:  20  OCT  80 

1  Proto  col  No:  6151  : 

Status:  Interim 

Final  X 

Title  of  Project:  SlV0G  PROTOCOL  //'  8075  " 

Circulating  Immune  coni I exes  in  Pediatric  Malignancies 


Starting  Date:  ]  nr/,1  80 


jEstimatcd  Completion  Date: 


Principal  Investigator:  Frederick  B.'  Ruyroann, 


Associate  Investigators: 

Paul  J.  Thomas,  MD,  LTC  MC 
Barbara  Detrick-Hooks 


Facility: 


Dept/Svc 


Key  Words: 


Immune  complexes,  malignancy 


MD 


5 


COL  MC 


Accumulative  MEDCASE  Accumulative  Contract 

Cost:  Cost: 


Accumulative  Supply 

Cost: 


FY-80  MEDCASE  Cost: 


Periodic  Review  Results: 


(to  be  filled  in  by  DC!) 


Study  Objective:  rg0  measure  levels  of  circulating  immune  complexes 
before  therapy,  during  the  course  of  therapy,  and  after  therapy 
in  pediatric  patients  with  acute  lymphocytic  leukemia,  neuroblastoma, 
acute  non-lymphocytic  leukemia,  and  osteosarcoma. 


Technical  Approach:  Serum  samples  analyzed  in  ref  erence  laboratory 
for  presence  of  circul ating  immune,  complexes,  and  correlation 
with  type  of  disease,  therapy  given,  and  success  of  therapy  made 
with  the  immune  complexes  data. 


Progress  during  FY-80:  No  Y/RAMC  patients  have  yot  been  entered  on  this 
study. 


Number  of  subjects  to  be  studied  before  completion  of  study: _ - 

Serious/unexpected  side  effects  in  subjects  participating  in  project:  -- 


Conclusions:  study  remains  open 


Publications  or  Abstracts.  FY-80: 


'ji tie  of  Project:  interruption  of  Maintenance  neuroleptic  Therapy 


Starting  Date:  lb  Oct  77 _ 


Estimated  Completion  Date:  30  s-o  m 


Principal  Investigator: 


R.  Harlan  Bridanbaugh,  COL,  HC 


Associate  Investigators: 
llamas  G.  Hunter,  MAJ,  HC 
Robert  L.  Bank,  MAJ,  HC 


Facility: 

Walter  Reed  Amy  Medical  Center 
Dept/Svc  Psychiatry 


Key  \7ords:  Prolactin;  neuroleptic  Therapy;  Discontinuance 


Accumulative  MFD  CAS  LI 

Cost: 


Accumulative  Contract 
C‘< 


Accumulative  Simply 
Cost: 


FY-SO  MEDCASF.  Cost: 


Periodic  Revj.aw  Results: 
(to  l  a  i tiled  ia  by  DCI)  • 


Study  Objective:  (i)  To  determine  the  immediate  and  long-term  results  of  interrupting 
Maintenance  neuroleptic  therapy;  (?)  to  compare  three  and  twelve  week  schedules  for 
tapering  neuroleptic  therapy;  and  (3)  to  determine  the  relationship  between  serum 
prolactin  and  clinical  status  during  reduction  f  neuroleptic  therapy. 


reenmeal  Aiiproacli:Syst(;|.|at.jc  e va ] uat i on  of  patient's  mental  status  and  psycho¬ 
logical  functioning  by  standardized  rating  scales.  Monitoring  of  serum  prolactin 
levels  during  tapering  arid  after  discontinuance  of  maintenance  neuroleptic  therapy. 


Progress  during  FY-SO: 


See  attached  continuation  sheet. 


.Nauru  >e 
fieri  ou 


c  of  subjects  (o  i:e  studied  be  Core  completion  of  study  See  attached  continuation 
s/uner.pecteil  .side  effects  in  subjects  participating  in  project: 


sheet 


Conclusions:  ;j0  definitive  conclusions  can  be  made  but  it  does  appear  that,  for 
some  patients,  doses  of  maintenance  neuroleptics  too  low  to  raise  prolactin  levels 
will  maintain  remission  from  psychosis. 

Publications  or  Abstracts,  FY-SO: 

Hone. 


1 


Protocol  i'io:  7111 


"Interruption  of  maintenance  Neuroleptic  Therapy" 


Progress  during  FY-30:  Three  (3)  more  patients  '/ere  entered  into  the  study 
during  FY-oO,- bringing  the  total  number  of  subjects  to  six  (5).  Two  patients 
wore  unable  to  maintain  remission  without  neuroleptics  (one  was  hospitalized 
and  the  other  was  re-started  on  neuroleptic  therapy  as  an  outpatient).  The 
third  patient  became  hyponanic  and  responded  to  lithium  carbonate.  Prolactin 
levels  for  patients  from  FY-30  are  pending  on  samples  that  had  been  kept  frozen 
at  -70°  C.  Values  from  patients  studied  in  FY-73  were  within  the  normal  range 
but  did  show  a  small  decline,  within  the  normal  range,  in  relationship  to  taper¬ 
ing  doses  of  neuroleptics.  The  sample  of  subjects  is  too  snail  to  compare  differ¬ 
ent  rates  of  tapering  medication.  The  project  was  of  heuristic  value  in  that 
prolactin  level  determinations  are  now  routinely  used  within  the  department  to 
assess  patient  compliance  and/or  degree  of  bioavailablility  of  prescribed  neuro¬ 
leptics  . 


dumber _of  subjects  to  be  studied  before  cn,.;pl_etion  of  study:  ilA;  project  termin¬ 
ated  due  to  reassignment  of  Principal  Investigator. 


553 


l\,te:  G  Oct  SO  h'totocol  No:  7PM 

Status:  XT:dV.>i;>:(n 

.Final 

j  me  or  rrojecc:  pre...  arK|  Post-Discharge  Assessment  of  Psychiatric  Patients 

Starring  Date:  Jnn  77  {estimated  Completion  Date:  ■ 

Principal  Investigator:  Donald  W.  Morgan,  COL,  MC 


Associate  Investigators: 
u.  Harlan  Bridenbaugh,  COL,  MC 

Facility:  . 

Walter  Reed  Army  Medical  Center 

- 

Emanuel  G.  Cassimatis,  l.TC,  MC 
Citarles  R.  Privitera,  LTC,  MC 

Depi/Svc  Psychiatry 

...  . 

Key  Words: 


psychiatric  patients',  MEB-,  follow-up 


Accumulative  KIEL) CASE 

Cost: _ 

F5T-80MEDCASE  Cost: 


Accumulative  Contract 

Accumulative  Supply 

Cost: 

Cost: 

1 

1  Periodic  Re 

view  Results:. 

1  (to  be  fated  in  by  DCI) 

Study  Objective:  To  establish,  with  the  Department  of  Psychiatry,  VJRAMC,  a 
structured  method  of  assessing  pre-  and  post-discharge  levels  of  psychosocial 
function  of  psychiatric  patients  seen  by  a  Medical  Evaluation  Board  (HEB);  to 
compare  pre-discharge  morbidity  with  post: -discharge  function  of  psychiatric 
patients  seen  by  an  MEB. 


Technical  Approach: From  Jan  77  to  Aug  77,  2D0  consecutive  patients  seen  by  an 
MEB  were  entered  into  the  study.  Baseline  psychological  and  demographic  data 
were  obtained  while  still  on  an  inpatient  status.  Patients  have  been  followed 
every  three  months  by  mailed  questionnaires  to  monitor  emotional  and  social- 
vocational  functioning....  Follow-up. for  each  participant  was  terminated  two  years 
after  departing  WRAHC.  ~  ■  . .  . . 

Progress  during  FY-80:  See  attached  continuation  sheet. 


Number  of  subjects  to  bo  .studied  before  completion  of  study:  200 
Seri ou s/unexpected  side  effects  in  subjects  participating  in  project:  jj/- 


Conclusions:  It  is  feasible  to  follow  patients  by  nail  questionnaire.  More 
specific  information  concerning  outcome  will  be  available  when  the  questionnaires 
are  systematically  assessed. 

Publications  or  Abstracts,  FV'-SO:  ;|one. 


Protocol  Ho. :  721-1  "Pro--  and  Post-Di scharge  Assessm -ot  of  Psychiatric  Patients' 


Progress  during  FY-SO:  The  return  rate  for  the  nuestio.onai  re  liar,  been  approxi - 
irately  83%.  Three  patients  have  coiarittec!  suicide.  '•  ■  ,'i rang'  of  outcomes 
are  thus  far  apparent  with  about  one-third  of  the  group  experiencing  rohospital- 
ization  thus  far.  We  have  completed  the  operational  phse  and  the  oeriodic  nailing 
of  questionnaires.  Examination  of  the  information  obtained  is  approximately 
one-third  completed.  Preparation  of  final  report  is  planned  in  the  next  12  months. 


Oct  QT 


Title  of  Project: 


TT 


i oc nl  "S- 


Management  of  Impairment  of 
Secondary  to  I’sycitotrop ic  •' Indication 


\ 

v.atv.s:  ).  w.r..  :I'v 

r.nnrnndatinn  ' 

_ Final _ 

T  aiTitrr 


Date:  15  Apr  73 _ ~|dslin > ate d  Coiaplo lion  Data:  30  Sen  30 


I  Vinci  pal  In  ve  a  t  igato  r : 


R.  Harlan  Bridenbaugh,  COL,  MC 


Associate  Investigators: 

Richard  J.  Sapol'is,  MAJ,  AfIC 
Daniel  L.  LafJuke,  CRT,  AM C 
Mary  Barbara  Papineau,  CPT,  AMC 


Facility: 

Halter  Reed  Army  Medical  Center 


Dept/Svc  Psychiatry 


Key  Words: 


Blurred  Vision;  Anticholinergic/Psychotropic  Medication 


Accumulative  MEDCASE 
Cost: 

Accumulative  Contract 
Cost: 

Accumulative  Supply 
Cost: 

FY-SO  MEDCASE  Cost: 

Periodic  Ha 
(lo  be.  fills 

view  Results: 

d  la  by  DCI) 

,J'uty  jeciivo.  qj  jo  determine  the  incidence  of  impairment  of  accommodation 
secondary  to  the  anticholinergic  action  of  neuroleptics,  tricyclic  antidepress¬ 
ants,  and  anti -Parkinson  agents;  (2)  to  evaluate  the  effectiveness  of  optical 
management  of  such  impairment  secondary  to  the  above  psychotropic,  agents;  end 
(3)  to  examine  the  relationship  between  dosage  of  medication  end  degree  of 
impairment  of  accommodation. 


Technical  Approach:  Patients  v.’ho  vie  re  receiving  psychotropic  agents  that  have 
anticholinergic  action  were  evaluated  by  means  of  a  near  vision  reading  card. 

If  blurring  of  vision  was  noted  at  a  normal  reading  distance  (16"  to  20"),  then 
patient  was  tried  on  +  diopter  eyeglasses  in  increasing  increments  of  +0.5  dipoter. 
Final  strength  of  glasses  dispensed  was  determined  by  patient  choice  alone.  Level 
of  medication  was  recorded  and  monitored  and  patients  were  re-evaluated  at  weekly 
intervals. 

Prop, toss  during  FY-80:  See  attached  continuation  sheet.  -  ■ 


K 1  imbsr  of  subjects  to  ?)c  studied  before  corn  pic  tion  (>C  study:  See  attached  continuatio  n  s  h p  c:  t 
Scrious/unexpected  Hide,  effect:;  in  subjects  participating  in  project:  .i« 


Conclusions:  Blurring  of  vision  from  the  anticholinergic  action  of  certain  psycho¬ 
tropic  agents  is  very  prevalent  on  an  acute  treatment  psychiatric  ward.  The  im¬ 
mediate  management  is  the  same  as  for  presbyopia,  i.e.,  the  application  of  +dipoter 
reading  glasses. 

Publications  or  Abstracts,  FY--SO: 


G 


f 


Protocol  No:  7217 


"Management  of  Impairment  of  Acconnodation  Secondary 
to  Psychotropic  Medication" 


Progress  during  FY-30:  Nineteen  (19)  patients  were  formally  entered  into  the 
project  in  1978  and  a  large  number  of  patients,  oavor  39,  were  issued  eye¬ 
glasses  hut  not  entered  into  the  study.  Screening  was  completed  in  dune  1978 
on  Hard  108  on  all  patients  receiving  psychotropics  with  anticholinergic 
effect.  Two -thirds  of  this  sample  showed  evidence  of  impairment  of  accomo¬ 
dation.  The  results  of  this  study  were  presented  to  the  annual  Department  M 
Psychiatry  Research  Symposium  in  June  1978.  Also,  the  results  of  this  study 
have  been  used  by  the  Principal  Investigator  in  the  teaching  of  psychopharma¬ 
cology.  A  final  report  is  being  prepared  at  the  present  tine  and  will  be  sub¬ 
mitted  through  appropriate  channels  upon  completion  of  same. 


Number  of  subjects  to  be  stu  Med  before  coral  eli  :n  of  t u dy : 

patients  wore  studied  in  T97d.  do  further  study  is  planned’. 


.mu 


M' 


Data:  6  yet  80  | Protocol  No:  7213  {Status:  Interim 


[Protocol  No:  7213 


j _ JWiPtt _ 

Tide  of  Project:  pjjysostiymine  Infusion  and  Lithium  Responsi vity 


rue  Date:  25  Feb  80 


li 


itimated  Completion  Date:  dm  31 


Principal  Investigator:  Paul  .‘Isuhouse,  CPT,  MC 


Associate  Investigators: 

R.  Harlan  3ri  den  Da  ugh ,  COL,  ilC 
Robert  Watson,  COL,  MC 


Facility: 

Walter  Reed  Army  Medical  Center 


|Dept/Svc  Psychiatry 


keywords:  Physostigmine-lithium  responsi vity 


A  c  o  "  n  ml  at  i  vu  f  1  on!:  r  act. 
Cost: 


Accumulative  Supply 
Cost:  ^  ”  . 


Per  iodic  Review  Results:  _ 

(to  be  filled  in  by  DCI) 


*  Study  OojecUve:  y0  examine  the  mental  status  changes  induced  by  physostigmine 
infusion  arid  to  do  to  mine  if  lithium  responsi  vity  is  related  to  such  mental 
status  changes. 


*  Icchmcal  Approach:  patients  who  are  going  to  begin  lithium  therapy  are  observed 
for  43  hours  with  no  neuroleptic  medication.  Patient  then  receives  two  infusions 
(one  placebo,  one  physostigmine  -  4  mg.)  on  two  separate  days  utilizing  a  random¬ 
ized,  double-blind,  crossover  design.  Systematized  ratings  of  mental  status  arc 
,:ade  while  undergoing  the  infusions  and  while  on  lithium  therapy. 

*  Progress  during  FY-SO:  See  attached  continuation  sheet. 


Kurruicr  of  subjects  to  bo  studied  before  completion  of  study:  Ten  (10) 
wSnrious/unexpected  side  effects  in  subjects  participating  in  project:  ;}0ne 


Conclusions:  ((one. 


Publications  or  Abstr.«.t::;,  FY-80:  Mono . 


Protocol  No. :  7213 


Physosti gmim  Infusion  ant'  Lithium  Pasponsi vi ty 


Progress  during  FY-3Q:  One  patient  has  been  entered  into  the  study.  Two  patients 
have  declined  participation.  Multiple  factors,  including  recent  reassignment 
of  an  Associate  Investigator  (RilB) ,  have  impeded  progress  on  this  protocol, 
and  as  of  this  date  it  is  doubtful  that  further  work  is  feasible.  However,  the 
Principal  Investigator  desires  to' keep  protocol  extant  in  the  event  other 
associate  investigators  can  be  obtained. 


559 


t 


Date:  5  Oct  80  1  Protocol  No:  7219  ! 

[Status:  XIAdbiri 

bide  of  Project:  Reliability  of  So run  Tricyclic  Anti depressan 

Final 

t  Levels 

Starting  Date:  p  Q  ^  yg _ 

Principal  Investigator: 


Estimated  Coiapl e t Lon  D? te:  "mi  /o 


Robert  L.  Bank,,  MAJ ,  f’.C 


Associate  Investigators: 

R.  Harlan  Sridenbaugh,  COL,  HC 


Facility: 

Walter  Rend  Amy  Medical  Center 
Dept/dvc 


Psvchiatrv 


KcyV/ords:  Antidepressant,  tricyclic;  blood  levels;  reliability 


Accumulative  ?.  I K  DC  ASF 

Cost: 


A  centra 
Cost: 


dative  Contract 


A  ccuraulaiiv.?.  Supply 
Cost: 


FY-8Q  MS D CASK  Cost: 


Periodic  Review  Resulfcs;_ 
(to  bo  filled  iir  by  DCI) 


,S...oy  Objec  tive. -j0  exam-jno  -tha  reliability  and  validity  of  laboratory  reporting 
of  serum  tricyclic  antidepressant  levels. 


i.  2q  cc,  blood  samples  were  drawn  from  patients  taking  amitripty¬ 
line.  4-5  ml.  scrum  samples  were  nailed  simultaneously  to  two  different.  co~iercia'l 
laboratories  offering  analysis  for  antidepressants . 


Progress  during  1:  i.  BO:  see  attached  continuation  sheet. 


Kunibec  of  subjects  to  ho  studied  before  completion  of  study:  Severn 

So r i ous/unexpeetocl  side  effects  In  subjects  participating  in  project:  ■  <onQ 


Coned nsions:  Until  further  data  is  gathered  from  or  provided  by  laboratories  offer¬ 
ing  tricyclic  antidepressant  blood  levels,  such  blood  levels  should  be  interpreted 
with  caution. 

Publ: cations  or  Abstracts,  FY-SO:  ; Jorie . 


FYotocol  iio:  7219  "Reliability  of  Serum  Tricyclic  Antidepressant  Levels" 


Progress  during  FY-30:  Seven  (7)  patients  ware  entered  into  the  study.  Level 
determined  by  ^eacii  of  the  two  labs  were  in  fair  agreement  in  the  lower  range 
(SO  to  150  ng/ml).  However,  one  patient's  levels  were  returned  as  553  ng/ml 
vs.  191  ng/ml  (both  these  are  in  the  higher  therapeutic  range).  The  second 
part  of  the  study  (i.e.,  to  send  sequential,  identical  serum  samples  to  the 
same  lab)  was  not  undertaken  because  of  the  relatively  poor  correlation  of 
results  noted  between  the  two  labs. 


J > '•  1 0 :  *■’  Oct  83 


1 1  *r<  >{  oeol  >7o :  ’/  -  B  9 


].S:  p.t’j :  Xy.'AlvJiH  ia 

7~  L  rTn~r  ~ 


Title  of  Project:  The  Developmental  Significance  of  i  ran  si  tionaT  objects 


fhartuig Date-:  3  Mar  30 _ 


E stiiaal: :d  Completion  Fate:  gn  , l ,,n  30 


Principal  Investigator:  James  G,  Hunter,  MAJ,  1 1C 


Associate  Investigators: 

H.  Harlan  Bridanbaugh,  COL,  MC 


Facility: 

Halter  Road  Army  Pedicel  Center 


Dept/Svc  Psychiatry 


Key  Words:  Transitional  objects/pediatric  clinic/chi  Id  psychiatry  clinic 


Accumulative  MEDCASE 

Accumulative  Contract 

Ac  c uin t;l alive  Supply 

Cost: 

Cost: 

Cost: 

FV-SO  MBOCASK  Cost: 


i.Yo  ■  (die  Tle.v’icw  Aesuiis: 

(to  be  filled  in  by  DCI) 


►Study  Objective:  (a)  compare  the  incidence  of  the  history  of  transitional  objects 
in  a  general  pediatric  population,  ages  6-10,  with  the  incidence  of  transitional 
objects  in  the  same  ago  group  in  an  outpation t  child  psychiatric  population;  arid 
(b)  to  correlate  the  presence  or  absence  of  transitional  objects  with  maternal 
assessment  of  problem  behaviors  in  their  children  as  rceas tircc!  by  the  Conners' 
Behavioral  Rating  Scale. 

Technical  Apwroa oh: ..«u yl0rs  accoiiipanying  children  between  the  ages  of  6-10  to 
either  the  pediatric  or  child  psychiatry  clinic:  were  asked  to  complete  question¬ 
naires  that  polled  demographic  and  behavioral  information. 

/ 

Progress  during  FY-30:  Questionnaires  wore  completed  by  50  mothers  in  the 
pediatric  clinic  and' by  P.5  mothers  in  the  child  psychiatry  clinic.  Results 
were  placed  on.. flow-  sheets  and  statistical  evaluation  was  completed.  The  Wi 1  - 
coxcn  Rank  Sum  Test  was  used  to  compare  the  two  clinic  samples.  The  Principal 
Investigator  presented  results  of  the  study  to  the  Annual  Department  of  Psychiatry 
Research  Symposium  on  13  June  1930. 


N u ml )or  of  subjects  to  bo  siuuicdbi d.oi'Q  completion  of  si udy : _ See  “Progress  during  FV .-{}()“ 

Serious/unexpectcd  side  effect::  in  subjects  participating-  in  project;  Hone 


Conclusions:  jfie  presence  or  absence  of  a  transitional  object,  as  reported  by 
.maternal  polling,  has  no  relationship  to  the  presence  of  psychopathology  as  measured 
by  the  behavior  symptom  checklist  employed  in  this  study. 

Publications  or  Abstracts,  FV-SO: 

Paper  presented  to  Annual  Department  of  Psychiatry  Research  Symposium 


Pate: _ U/JL/&L 


I  Protocol  72? ] 


l&alus:  Inter) m  X 

~f  nSi - 


Title  of  Project:  1 - 

"The  Effect,  of  Hypnotic  Intervention  on  the  Electroencephalogram 
of  Low,  Medium  and  High  Hypnotic  Patients" 

■  '  ”  ■  "’r~  —  .  .  —  i .  ■  ""  "  '  1  "  — '  -  1  _  ■  ■  ''  j  '  1 

Starting  Unto:  i.,„0  iocn  fistimutod  Completion  Date:  February  l Oft 


St  a  rting  Date:  ,  r ,  m  n  i  q  g  n _ _  jlhstimatod  Completion  D.V.e:  February  1981 

Principal  Investigator:  Harold  j.  Wain,  PhD 


Associate  Investigators:  - 

Glenn  Harper,  MD 
Bahaman  Jabbari,  MD 


Key  Words: 

Accumulative  MED  CAS  El 

Cost: _ _ 

FY-SO  MEDCASE  Cost- 


Facility: 


WRAMC 


...  ,  Department  of  Psychiatry 

bept/Svc  ,  _ 

‘  Neurology  Service 


A  ecu  m i  ■ 1 :  >  ti  ve  Co nt  r  a  ct 
Cost: 


A com ri ul afiv o  Simnl \ 


I  Cost: 


i  Periodic  Review  Results: 
j  (to  he  filled  in  by  DCI) 


Study  Objective: 

To  explore  the  effects  of  hypnotic  intervention  on  the  enccphalographic  tracings 
of  low,  medium  and  high  hypnotic  capacity  patients  before,  during  and  after  the 
induction  of  a  hypnotic  trance. 


Technical  Approach: 

Each  subject  is  to  be  evaluated  for  their  hypnotic  capacity.  The  subjects  arc- 
then  placed  in  low,  medium  and  high  hypnotic  groupings.  LLG  recordings  are  then 
taken  on  one  occasion  before,  during  and  after  the  induction  of  a  hypnotic  state. 


Progress  during  FY-SO: 

Six  subjects  have  been  evaluated  as  of  this  date. 


Number  of  subject's  to  bo  studied  before  completion  of  study: _ 9 

Serious/unexpocted  side  effects  in  subjects  participating  in  project: 


Conclusions; 


Cannot  draw  conclusions  at  this  time. 


Publications  or  Abstrac  ts,  FY-  80: 


r 


Date-:  10  OCT  1930 


Title  of  Project: 


•  1  Protocol  No:  7300 

aMWii 

BBliroinawB— 

LSD  Follow-Up  Study  (Establishment  of 

Normal  Controls  for  Neurophyschological  E 

1  Final 

xami nation) 

Ei  aiding  Date:  October  1975  _  Estimated  Completion  Date:  October  lUcTj 


Principal Investigator:  Francis  <3.  Fishburne,  Or .  >  LTC,  MS 


Associate  Investigators : 


Facility:  Walter  Reed  Arsny  Medical  Center- 


Dept/Svc  Psychology  Service 


Key  Words: 


Neuropsychological  Examination,  Normal  Controls 


Accumulative  TIED  CASK 
Cost:  $0  _ 


Accumulative  Contract  Accumulative  Supply 

Cost:  $0  Cost:  $0 


VY-30  J.T£OCAS::  Cost:  <;n 


Periodi  c  Review  Jtcsults : 

(to  be  filled  in  by  DC I) 


Study  Objective:  po  obtain  approximately  seventy-five  (75)  volunteer  subjects 
for  rieurophysological  evaluation  to  compare  with  LSD  follow-up  study  subject 
population. 


Technical  Approach:  Subjects  were  to  be  screened  with  preliminary  neurological 
examination,  electroencephalography,  and  computet  i zed  axial  tomography 
(CATSCAN).  Computerized  axial  tomography  support  provided  by  N I H  has  been 
terminated  arid  this  portion  of  the  screening  has  been  dropped. 


.Progress  during  F5T-80:  Ten  volunteer  subjects  have  been  evaluated  providing 
a  current  total  of  37  normal  control  subjects  evaluated. 


N umber  of  subjects  lo  bo  studied  before  completion  of  study:  ^ _ 

Serious/ur.expected  side  effects  in  subjects  participating  in  project:  tl_  _ 

NONE 

Conclusions: 


Publications  or  Abstracts,  FY-80:  NONE 


f 


Work  Unit  No.:  7300 

Ti tie  of  Project:  LSD  Follow-Up  Study  (Establishment  of  Normal 
Controls  for  Neuropsychological  Examination) 

Investigators :  Francis  J.  Fishburne,  LTC,  MSC 

Objectives:  To  obtain  base  rate  values  of  a  neuro logically  screened 
"normal  adult  population  with  respect  to  the  Hal stead-Re i tan  neuro¬ 
psychological  battery. 

Technical:  Volunteer  subjects  are  first  screened  using  a  clinical 
neurological  examination,  electroencephalography,  and  computerized 
axial  tomography  (CAT  scan).  Subjects  who  are  normal  on  all  screening 
procedures  are  then  administered  the  Hal stead-Rei tan  neuropsychological 
battery. 

Progress  and  Results:  Thirty-seven  (37)  subjects  have  been  evaluated 
to  date. 

Conclusions:  Deferred. 

Funds  Utilized:  None 

Funding  Requirements,  FY-81 :  None  . 

Publications:  None. 


Type  of  Report:  Interim. 


Date:  9  October  1930  | Protocol  No:  7301 

(Status:  Interim 

Titles  of  Project:  Baseline  MMPI  Profile  for  an  Activ 
Mi  1  i tary  Popul a  ti on 

e  Duty 

I 

Starting  Date:  3  January  193C  {Estimated  Cornu]  ot 

ion  Date: 

October  1931 

Principal  Investigator:  Francis  J.  Fishburne,  Ph.D. 

,  Chief, 

Psychology  Service 

Associate  Investigators: 
Bruce  R.  Lockwood,  Ph.D. 
Thomas  W.  Waddell,  Ph.D. 


Facility:  Walter  Reed  Army  Medical  Center 


.  Psychology  Service 
Dept/Svc  Department  of  Psychiatry 


Keywords:  MMPI,  Military  Norms 


Accumulative  MED  CASE 
Cost:  NONF 


Accumulative  Contract 
Cost:  $1 ,550 


Acciunulaiive  Supply 
Cost:  $1 ,574 


T’V-80  MSDC-\SE  Cost:  momf 


Pcr'od'o  Itovic’.v  Results: 
(to  bo  jilted  in  by  I5CI) 


Study  Objective:  f0  obtain  normative  data  for  an  active  duty  military  population 
on  the  various  scales  comprising  the  Minnesota  Mul ti phasic  Personality  Inventory, 
an  objective  personality  assessment  device  frequently  used  by  mental  health 
professionals.  It  is  expected  that  the  normative  data  will  be  collected  from 
approximately  5,000  active  duty  military  personnel. 


Technical  Approach:  The  technical  approach  remains  unchanged  in  terms  of  the 
experimental  instruments  being  utilized;  however,  some  modification  has  been 
made  in  the  order  in  which  the  instruments  will  be  administered.  Following  the 
explanation  of  the  research  project  and  the  subjects'  signing  of  the  volunteer 
agreement  form,  each  subject  will  be  administered  the  MMPI,  the  Shipley  Institute 
of  Living  Scale,  and  a  background  information  questionnaire,  in  that  order.  The 

in  one  session  of  approximately  two  hours  in 
procedures  have  been  devised  in  detail  and 
the  testing  materials  necessary  for  the  project  have  been  acquired.  Two  pilot 
projects,  totaling  50  subjects,  have  been  conducted  to  test  the  feasibility  and 
_ r ti  r^l  i tv  of.  tho  .  vpsparr.h.  rips.igii^^tth.-tIm-evpsrAmQutaI^:aa£^diire^_bp-ing  ,(?^c  next. 

K  umber  of  subjects  to  be  studied  before  completion  of  study:  5,000  _ _ _ ^T‘ls  ■) 

S eri ous /nnexpe cted  side  effects  In  subjects  participating  in  project:  jjqNE 


experimental  data  will  be  collected 
•pP3|rJess  during  IT-S0:  Experimental 


Conclusions:  Undetermined 


Publications  or  Abstracts,  FY-80:  NONE 

» 


lo6 


r 

/ 


r 

/ 


Progress  during  FY-80:  (Continued) 

determined  to  be  effective,  with  minor  alterations  in  the  details  of  the 
administration  of  the  materials.  A  contract  with  a  civilian  service  provider 
has  been  made  for  the  scoring  of  the  KM PI  data  to  be  collected  during  the 
study.  It  is  anticipated  that  actual  data  collection  will  be  begun  in 
approximately  one  month. 


CLINICAL  INVESTIGATION  PRCG/AKi 


Work  Unit  No.:  7301 

Funds  Utilized,  FY-80:  $3,124 

Funding  Requirements,  FY-81: 

Personnel :  NONE 
Equipment:  NONE 

Supplies:  Xerox  paper,  pencils,  and  other  miscellaneous  costs:  $1,000 

Travel :  Presentation  of  paper  at  American  Psychological  Association 

convention  in  Los  Angeles,  California:  $1,000  approximately 

Other:  Contracts  for  service  (MMPI  scoring  by  computer) :  $1,550 

Publication  and  reprints:  $500 


1'c'C 


10  Oct  'c’O _ JPrt^col  Nji: _ <K>10_ „ 


'iirici  of  Pro; -let: 


. ;  prt  u  .*.  - 1 1  v  r- 


1  Si;  it  us :  Interim _ X 


I'j  lied 


■  ng  .i , 


nno 


pat  I--',  ati;  with  sideroblastic  anemia. 


i 


m 


_ |kstimatad  Completion  Date: _ Dae 1 6i 

Principal  luvastigator:  Johu  A.  Kary,  LTC,  hc 


Associate  Lnvestigalot's : 

MJ  Haut,  LTC,  MC  retired. 

G3  Scheehter,  MD,  Chief,  Hem-One. 
Washington  V.A.  Kosp. 


-r.  Hematology,  Internal  Medicine: 

Facility;  WRAIR>  vfRAMC 


Depl/Svc  -1  ‘  Hem/Med  WRAIR,  C.I.S,,  WRAMC 


Key  Words:  vitamin  B^,  Red  Cells,  Iscniazid,  Sideroblastic  Ar.smi* 


Accumulative  MED  CASE 

Cost:  none 

KHiaifl 

!  Coxt:  none 

_ 

i _ _ _ _ _ _ i 

I-’V-SO  MEDC1SE  Coat: 


:  nous 

periodic  Hc.ic.v  Jlesi’lt.?: 

(to  bo  filled  in  by  DCI) 

•"•Study  Objective: 

1.  To  improve  the  management  of  isoniazid  therapy. 

2.  To  identify  biochemical  indicators  for  Bg-respons i va  si  ck-r oiitast le¬ 
an  emi  a. 


•Technical  /pproaoh:  -1-.  lyridoxul  kinase  was  separated  from  hemoglobin  by 
chromatography  and  the?  effects  of  hemoglobin  binding  on  kinetics  were  defined. 
2.  Previous  data  was  collated,  analyzed,  illustrated,  and  raarmscripts  were 
drafted. 

3-  Plans  were  made  to  pursue  measurements  of  IIIH  metabolites  in  patients. 
h.  Plans  wore  made  to  pursue  correlations  with  heme-enzymes  in  sideroblastic 
anemias .  .  _  .  ..  . 

'Progress  during  I’Y-80:  ■  •  ' 


1.  The  effect  of  pyridoxal  binding  to  hemoglobin  on  pyridoxal  kinase  kinetics 
was  defined.  2 .  Three  major  papers  were  developed  in  draft.  _ _ 

Nu ml' or  of  subjects  to  be  studied  before  completion  of  Study: _ _ 

Curious / unexpected  side  effects  in  subjects  participating'  in  project: 

Patient  involvement  is  only  to  donate  small  venous  blood  samples.  None. 

Conclusions: 


1.  A  rapid  method  of  analysis  of  erythrocyte  pyridoxal  kinase  activity  was 
developed.  2.  Dissociation  of  biochemical  and  hematologic  responses  to  Bg  were 
I'ubii cations  or  Abstracts,  FI -80:  found  in  Lh':'  sideroblastic  anemias, 

see  next  page.  _ 


#  9010  John  A.  Kark ,  L'J'C,  MC 

Publications:  none  completed  in  FY  1 80. 

The  following  manuscript  has  been  completed  and  will  be  submitted  in  the 
next  month:  Kark,  J.A.,  Haut,  M.J.,  et.  al.  A  rapid  flurametric  assay  for 
erythrocyte  pyridoxal  kinase  activity. 

The  following  manuscripts  are  written  in  draft: 

1.  Dissociation  of  erythrocyte  pyridoxal  phosphate  levels  and  hematologic 
response  to  vitamin  Bg  in  the  sideroblastic  anemias. 

2.  Erythrocyte  metabolism  of  vitamin  Bg  in  the  sideroblastic  anemias, 

(Authors:  Kark,  J.A.,  Haut,  M.J.,  and  Schechter ,  OS.). 


Funding: 
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GS-09  10  hours 

$1,000 


Work  Unit  t 00 .1.2 


■•■jriz  Or  yp.C'.'i'.C',  :  The  Effect  of  Infectious  Hepat  itis  on  '  _ 
Erythroid  Colony  Formation  in  the  Miasma  Clot  Cu!  i  ore  System 
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KEY  WORDS:  Infectious  Hepatitis. . Plasma. _Clo t  Culture  System  _ 


ACCUMULATIVE  MAD CASE 
COST: 


ACCUMULAJ  L Vi.  CONICAL  I 
COST: 


;  ACCUMULATIVE  SUPPLY 
COST : 


Vj-30  MZDCASE  COST: 


1’EUtobLC  u*:vi  !•;.*  OATS  : 


SiNDY  OBJECTIVE:  xo  determine  whether  the  hepatitis  virus  injures  erythxoid 
progenitors  (CFU--K  and  BFU-F.)  in  the  bone  marrow  and  to  clarify  the  mechanisms 
of  this  inj ury . 


TECHNICAL  APPROACH;  The  plasma  clot:  culture  technique  lor  erythxoid  progenitors  :1s 
used  to  determine  colony  growth  of  CVU- -K  and  BFU-F  from  marrow  of  patients  with 
acute  hepatitis.  Normal  control  marrow  is  obtained  as  an  extra  aspirate  from  patients 
having  marrows  done  as  part  of  a  singing  work-up  foi*  malignancy-. 


PROGRESS  DURING  iY-80:  Tlii.s  project  has  been  abandoned  due  to  lack  of  evaluable  patienl 
problems  with  erythropoietin  supply  and  Joss  of  our  technician.  One  patient  with 
hepatitis  had  been  studied,  this  patient  showed  normal  BC  progenitor  growth  in  culture 
with  no  evidence  of  a  neiuui  suppressor.  lie  had  no  problems  with  the  marrow  aspiration 
and  continues  to  be  followed  in  the  WRAMG  Hematology  Clinic. 


NUM3HK_0r  SUBJECTS  TO  BE  STUD i  LI)  BEFORE  COMV!  .U  I'  I  UN  OF  SlTi,*)Y:_  Closed 
: •  E  R I G u s / UNEXP E C T ID  'side  effects  IN  SUBJECTS  iVJtl  ! LIRA I  I NG  In  PROJECT: 


•A.'iCLUSIONS  : 


None 


Ft: 8 1.ICATIONS /  A B S T  RAC TS  *  I  Y  -  8 ( ) ; 

None 


Pate:  <j)  Get  ' ; 


Protocol  No:  9016 


,p.f,  fp,  1 _ Fln:J 

■  v-  ot  l  iojvx  t.  }^rr j doxine  as  a  treatment,  for  sickle  hcr.ogl  obi nopath j cm 


Starting  Dat 


stimafcd  Completion  Date:  Aug  8.1 


Principal  Investigator:  John  A.  Kark,  I.TC ,  KC 


Associate  Investigators:  Facility:  1-  Hematol  lab,  WRAIR 

L.S.  Lessin,  KD,  Prof  Ked,GV<USI  2.  Biochen.  lab,  WRAMC 

R.  Bongiovaani,  CPf,  M3C  '  ‘ 

Dept/SvC  1.  Hera/Med  WRAIR ,  C.I.S.,  WRAMC 


Key  Words:  „  .  . 

Sickle  Cell  Disease,  Pyridoxine,  Red  Blood  Cells 


Accumulative  MFD  CASE 
Cost: _ _ 

FY-  3D  MEDCASE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  S' mply 
Cost:  $6,  194,.  2b 


P,e  ’Fio  }U-rU‘-v/  lie.  _ 

(to  be  lilled  in  by  DC.t) 


Study  Objective: 

1.  To  define  the  effect  of  pyridoxins  on  erythrocyte  sickling  in  vitro. 


■Technical  Approach: 

1.  Antisickling  effects  of  pyridoxal  vere  contrasted  with  pyridoxine. 

2.  Most  of  the  active  work  on  this  project,  in  vitro,  was  transferred,  to 
protocol  ,*'9 019. 

3.  LS  Lessin  studied  the  effect  of  pyridoxine  on  red  cell  filterabili ty . 
Progress  during  FY-80: 

1.  Increased  f ilterabilitv  war-  demonstrated  for  pyridoxine-treated  sickle 
cells . 


Number  of  subjects  to  be  studied  before  completion  of  study: _ 

Serioius/unexpected  side  effects  in  subjects  participating  in  project: 

_ None:  at  present,  only  participation  is  donation  of  small  venous  blood  samples,  j  1 

Conclusions:  ;  j 

1.  Pyridoxine  has  some  antisi ckling  activity  by  an  unkown  mechanism.  ,  j 

Publications  or  Abstracts,  FY-80:  I 

1.  Abstract.  2.  One  oubli cation  3.  .Patent  no ol i cation  award.  .  |, 


r 


fV  .  K;VtiK,  1  |J.l C  j  f'.C 


Abstract:  Kark,  JA,  Hannah,  <13 ,  Hicks,  CU,  Hongiovanni ,  E.  ,  Lessiu,  LS, 
and  K.  Hayes.  Vitamin  Eg  aldehydes  as  potential  antis i ckling  agents. 
Fifth  International  Red  Cell  Conference,  Ann  Arbor,  Michigan,  Sop-'80. 
not  published. 

Publications:  Some  of  our  data  was  included  in  a  review: 

Kark,  J.A.  and  Lessin,  L.S.  Sickle  Cell  Disease  and  Variants  in 
Hematology  and  Oncology,  M.  Lichtman,  editor.  Grune  ft  Stratton,  Inc,, 
New  York,  II. Y.,  pp  89-97,  1980. 

Patent  application.  A  US  Gov.  patent  was  submitted  by  the  Military 
patent  office.  An  award  for  a  supported  patent  application  was  received 
by  John  A.  Kark.  The  patent  application  has  not  yet  been  acted  upon. 


Funding': 

Funds  utilized,  FY-80:  $6, 191.20 


f 


Date:  10  Oct  80. 

j Protocol  An:  0010 

Si  atus : 

Interim  X 

Title  of  Project: 

| 

Final 

Antisickling  agents: alteration  of  bn. 

xoglobin  oxygen 

af.fi  ni  ty 

Starline:  Date:  fl„.r  tovo  (Estimated  Completion  Dai-.: : 

*■■*■  ■  ■  ■  mJUmm  ■  -  •  —  ■  —  *■  »  ■  “  -  "  1  -  “  “  “*  —  -  -  “  *  ’ 

A  jg  82 

Principal  Investigator:  JOhn  A.  Kark,  LTC ,  MC 

Associate  Investigators: 

R.  Bongiovanr.i,  CPT ,  MSC 
L.S.  Lessin,  MD,  Prof,  Med.,  GVJUSM 


Facility:1,  Hematol.  lab ,  WR AIR 
Biochem.  lab,  WRAMC 


Dept/Svc  1.  Hen/Xsd  Y7RAIR,  C.I.S.,  Y7RAMC 


Keywords: 


Antis iekling  agents,  red  cells,  hemoglobi 


oxygen  affinity,  Sickle  Col3 


Accumulative  MEDOASR 
Cose: 

Accunutf  o.cLvo  Contract  | 
Cost:  f*\  f-ViA  j 

!  Accumulative  Sanely 

Cost: 

! 

j 

FY-80  MEDCASE  Cost:  ftoYJ 

Periodic  Re 
(to  be  fills 

view  Results: 

d  in  by  DCI) 

Study  Objective: 

1.  To  compare  and  contrast  the  antisickling  activity  of  pyridoxal  and  pyridox 
phosphate.  2.  To  develope  safe  prophylaxis  for  sickle  trait  soldiers. 


Technical  Approach:  ± .  Loading  of  sickle 

2.  Percent  sickling  was  determined 
tonometry  under  varied  gas  tensions 
with  or  without  PLP  loading. 


cells  with  PLP  was  followed  by  HPLC. 
as  a  function  of  POp  ana  PLP  load  by 
and  examination  of  fixed  sickle  cells 


Progress  during  FY-80: 

The  antisickling  activity  of  PLP  was  defined  for  varied  P02  by  the 
above  assay,  and  correlations  were  made  with  oxygen  affinity. 


Niurtoer  of  subjects  to  be  studied  before  completion  of  study:  10 


Serious/unexpected  side  effects  in  subjects  participating  in  project: 

None:  patient  participation  involves  donation  of  venous  blood  or  saving  blood 
Conclusions-  "  drawn  ior  thiTrapeu/ic' reasons  ana  otherwise  "discards d . 

1.  PLP  has  definite  antisickling  activity,  unrelated  to  changes  in  oxygen 

affinity. 

Publications  or  Abstracts,  FY-80: 

•  1  abstract,  1  rcanuscriut  in  oreparat ion : next  sheet 


Protocol  / 90 1 D 


.T T:ii;  A.  KARK >  Vi'C,  MC 


Publications  FT  *80: 

.1.  Abstract:  Inhibition  of  erythrocyte  sideling  by  pyridoxal  phosphate. 
Kark,  JA,  Hicks,  CU,  and  Bongi ovannt ,  R.  Clin  Re:;  2*8:  31i>A,  1930. 

2.  Manuscript  in  preparation: 

Kark,  Bongiovanni,  and  Kicks.  Inhibition  of  erythrocyte  sickling 
by  pyridoxal  phosphate. 

Data  collection  for  this  paper  is  complete,  and  data  analysis  is 
85$  complete. 


lundin": 

;  ...M.ijiig  r-e'in‘ >  e;r';oniur 

Personnel:  GS-OC  20  hr;-; 

Supplies:  $6.  000 

Travel:  500 


Other: 


500 


©as'PosmoKi  foklvj 

For  ui>  of  thl*  fjrp\*  •••  AR  340-15/  pr:>pon»nt  oy«r>cy  lt»  fACCv:H» 


DA  /-*?’.»  2496 


HtPLACCS  OP  FORM  *6,  WHICH  IS  OBSOLETE 


c  n 


SGRD-UVM-B 

SU3JLCT:  Report  on  Annuo!  Progress  Reports  for  PY80 


5  Jan  81 


reduced  modi fic-J  ylobin,  separation  of  alpha  from  beta  glooir,  digestion  of  giobin 
chains  to  peptides,  and  analysis  of  modified  peptides  and  amino  acids.  This  is  a 
substantial  piece  of  work,  which  will  be  dealt  with  in  a  separate  series  of  papers. 
It  is  covered  by  this  protocol .  However,  if  you  prefer  that  we  submit  new  protocols 
we  certainly  could  do  this. 

3.  Summary.  The  first  phase  of  work  outlined  on  both  protocols  is  nearly  completed 
and  75%  of  it  is  written  in  rough  draft.  V/e  are  preparing  about  five  papers  which 
will  cover  this  data.  The  second  phase  of  the  work,  to  be  done  during  fiscal  year- 
81,  is  covered  in  these  protocols.  I  don't  see  any  advantage  to  submitting  new 
protocols  to  cover  this  work.  However,  you  understand  the  administration  of  funds 
and  personnel  better  than  I,  and  it  may  be  preferable  to  submit  new,  updated 
applications.  If  so,  please  request  this,  and  I  will  comply  in  february. 


V  VUIM  t\ 


JOHN  A.  KARK,  M.O. 
1TC,  MC 

Uepi  of  hematology 


r 


Date:  10  Ot  80 

(Protocol  No:  9020 

Status:  Interim  X 

Title  of  .Project:  The  effects  of  Bg  aldehydes  on  red  cell 
oxygen  affinity 

Final 

Starting  Date:  Aug  197 9 

Estimated  Completion  Date: 

Aug  1981 

Principal  Investigator:  John  A.  Kark,  LTC ,  MC 


Associate  Investigators: 


R.  Bongiovanni,  CPT,  MSC 
L.S.  Lessin,  M.D. ,  Prof  Med. 
GWUSM 


Facilitv-  1  •  Biochera.  Lab,  V/RAMC 

2.  llematol .  Lab,  WRAIR 


Dept/Svc  1.  C.I.S.  2.  llematol.,  WRAIR,  WRAMC 


Key  Words: 


Vitamin  Bg,  Red  Blood  Cells,  Oxygen  Affinity,  Hemoglobin 


Accumulative  MEDCASE 

Accumulate'  ■  Contract 

Accumulative  Supply 

Cost: 

Cost: 

Cost:  $1.  886.  00 

_  „  .  _  .  _  .  * 

L..  .  .  . 

FY-SO  MEDCASE  Cost: 


Periodic  Povievy  Itcsults 

(to  be  filled  in  by  DCI) 


Study  Objective: 

1.  To  compare  and  contrast  the  site  of  binding  vith  hemoglobin  and  the 
effect  on  oxygen  affinity  for  pyridcxal  and  pyridoxal  phosphate. 

2.  To  develope  a  procedure  for  correction  of  the  red  cell  storage  defect 
in  oxygen  affinity  of  hemoglobin. 

Technical  Approach: 

1.  lU-C-pyridoxal  was  prepared  and  cleaned  up  by  HPLC . 

2.  ll*-C-pyridoxal  was  used  to  validate  a  simple  Bio-Rex  HPLC  assay  for 
modified  hemoglobin. 

3.  Rate  of  modification  of  intracellular  hemoglobin  and  stability  of  the  ■ 
adduct  in  the  red  cell  was  tested  using  these  methods. 

4.  An  improved  HPLC  method  for  separation  and  analysis  of  vitamin  Bg  compounds 

^Progress  daring  FY-SO:  was  devised. 

1.  An  improved  method  for  synthesis  of  lH-C-pyridoxal  was  devised.  2.  The  rate 
and  extent  of  modification  of  hemoglobin  with  pyridoxal  was  measured,  and  stability 


Number  of  subjects  to  be  studied  before  completion  of  study:  vuvn»w 
Serious/unexpected  side  effects  in  subjects  participating  in  project:  small  venous  blood  donat.i 
None  possible:  protocol  involves  small  venous  blood  donations. 

Conclusions:  1 .  Pyridoxal  reacts  with  red  cells  with  a  tl/2  of  20  min.  Adducts 

are  stable  in  the  cell  for  several  days. 

2.  Improved  techniques  for  analysis  of  B6  in  blood  and  for  identi f icatic 
Publications  or  Abstracts,  FY-80:  of  hemoglobin  binding  sites  are  operational. 


'  .  577 


J 


Pro 


S'OPi; 


John  A.  ii.c-.rk,  Ivi'C,  KC 


Publications  and  abstracts,  FY'CO. 

Abstract:  Kark,  J. A. Hicks,  C.U.,  and  Bongiovanni ,  R.  Modification  of 
intracellular  hemoglobin  by  vitamin  Bg.  Blood  (Suppl  l) :  55a,  November  '79. 
Manuscripts  in  preparation: 

1.  Kark  and  Bongiovanni .  Preparation  of  lU-C-  svyri&oxal . 

2.  Bongiovanni  and  Kark.  An  improved  HPLC  assay  for  the  Bg  compounds, 

3-  Modification  of  intracellular  hemoglobin  with  pyridoxal . 

Kark  and  Bongiovanni. 

Data,  collection  is  co.up '.etc  .Cor  Lb  use  >  ;  *pexs. 

Funding: 


Funding  utilized,  .1 

::'Y- 80;  $1,880.00 

Funding  requirements,  FY-81; 

Personnel: 

GS-09  20  hours 

. ..  .Supplies:  . 

$0,000 

Other: 

500 

Travel: 

500 

7fi 


Work  Unit  No 


9021 


Title  of  Project:  Human  Marrow  in  Mouse  Chimera 

Investigator :  COL  William  H.  Crosby,  M.H. 

Starting  Date:  Use.  of  human  tissue  has  not  yet  begun.  Preliminary  animal 
studies  are  in  progress.  Estimated  start  up  for  use  of 
human  tissue  is  1  January  1981. 

Estimated  Date  of  Completion;  1  July  1981 

Objective:  To  establish  proliferating  human  marrow  tissue  in  mice  after 
ablative  total  body  radiation. 

Key  Words:  Marrow  Transportation 

Heterologous  Tramp]  natation 

Technical  Approach:  A  core  of  donor  marrow  is  placed  in  a  pouch  beneath  the 

abdominal  stem  of  a  mouse.  Ten  days  is  allowed  for 
vascularization  of  the  graft.  The  mouse  is  subjected 
to  irradition:  900  r  from  a  Cs  source.  Immediately 
thereafter  a  transfusion  of  IQ8  donor  marrow  is  given 
intravenously  intending  to  populate  the  grafted  marrow 
tissue. 

Progress  and  Results:  We  have  succeeded  in  transplanting  rat  marrow  into  mic 

but  the  marrow  tissue  has  not  survived,  apparently 
because  of  local  infection. 

Conclusion:  Rat- in-mouse  chimera  has  been  accomplished  previously.  Survival 
of  implanted  marrow  tissue  has  not  been  previously  attempted. 
Until  we  accomplish  this  in  the  rat-mouse  model,  we  shall  not 
attempt  to  work  with  human  tissue. 


Publications:  None. 


Wirk  Unit  Lu.:  9022 


Title  of  Project:  Iron  Tolerance.  Test 

Investigators : 

Principal:  COL  William  It.  Crosby,  M.D, 

Associate:  SSG  Darrell  D.  Ford 

Starting  Date:  9  April  1980 

Estimated  Date  of  Completion:  1  July  1981 

Objectives:  To  determine  if  a  small  dose  of  oral  iron  (20  mg)  can  cause  a 

change  in  the  plasma  iron,  concentration;  effect  upon  such,  change 
of  food  arid  ascorbic  acid . 

’’ey  Words:  r.rc«v<  absorption 
Iron  nutrition 

Plasma  (serum)  Iron 

Technical  Approach:  To  a  normal  fasting  subject,  we  give  by  mouth  100  mg  of 

ferrous  sulfate  (20  mg  of  elemental  iron) .  Plasma  iron 
concentration  is  measured  at  intervals  for  eight  hours 
to  see  if  absorption  of  the.  iron  causes  an  increase  of 
the  concentration.  Some  subjects  are  fed  at  the  same 
time;  some  are  given  ascorbic  acid;  some,  receive  both. 

Vie  plan  to  substitute  ferrous  fum.arate  for  ferrous 
sulfate.  Furmaratc  is  loss  soluble. 

Progress  and  Results:  Eighty-three  iron  tolerance  tests  have  been  completed 

using  11  healthy  male  volunteers.  Those  who  arc  mildly 
iron  deficient  (having  served  as  blood  donors)  have  a 
definitely  increased  plasma  Iron  concentration  after 
■  dosing.  .Ascorbic,  acid  does  not  increase  absorption  of 
iron- replete  subjects. 

Conclusion:  The  ITT  using  a  small  (20  mg)  dose  of  inorganic  iron  provokes  a 
significant  rise  in  plasma  iron  concentration.  This  phenomenon 
may  permit  the  study  of  absorption  of  food  iron  without  using 
radioisotopes . 

Publications:  None. 


Date:  October  1980 


Protocol  No 


9024 


Title  ox 


Project: 


Status: 


Interim 
Final  XX5T 


The  Effect  of  Microwave  Exposure  on  Immune  Regulatory  Function. 


Starting  Date: 


17  Mar  SO 


estimated  Completion  Date: 


Principal  Investigator:  Ben  II.  Boedeker,  CPT  DYM 


Associate  Investigators: 

LT  Cindy  Ewel,  Dept  of  Clin 
Invest 

COL  Robert  Reid,  GI  Svc,  WRAIR 

Key  Words: 


Facili  ty :  Bldg  4  0 ,  W  R AI R 


Dept/Svc  Department  of  Clinicfd  Investigation 


Accumulative  MED  CASE 
Cost:  0  _ 


Accumulative  Contract 
Cost:  0 


Accumulative  Supply 
Cost:  0 


FY-SO  MEDCASE  Cost 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


Study  Objective:  puo  fG  a  breakdown  of  the  microwave  irradiation  equipment  at 

Forest  Glen,  this  project  has  been  discontinued.  The  equipment  is  indefinitely 
out  of  service. 


Technical  Approach: 


PI 

^  Progress  during  FY-SO: 


Number  of  subjects  to  be  studied  before  coin  pi  e  Lion  of  study: _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 


Conclusions: 


58 


Publications  or  Abstracts,  FY-SO: 


22  September  80 


PROTOCOL  /;  9030 


STATUS:  Interim 


1.12:  Circulatin'"  Se nr."  i  nocuz'  :u  s  in  Kasvul  Infarction 

.RT1NG  DATE :  13  June  1979  COMPLETION  DATE :  December  198.1. 

NCIPAL  INVESTIGATOR :  Geoffrey  M.  Craeber,  Mi),  MAJ  ,  MC 

ssoc.iate  Investigators:  John  W.  Harmon,  MD,  LTC,  MC,  FACS 

Patrick  J.  Cafferty,  Sp4,  USA 
Michael  J.  Reardon,  DVM,  PhD,  KAJ,  VC 

ILITIES:  Dept  of  Experimental  Surgery,  Division  of  Surgery,  VJRAJ.R 
Dept  of  Clinical  Pathology,  Division  of  Pathology,  VJRAIil 

VOVIiS:  K AT.,  CPU,  LDH,  ISOENZYMES 

DY  OBJECTIVE:  1,  Evaluate  the  anticipated  elevations  of  total  serum  OPR  and 

I.DH  and  the  anticipated  isoenzyme  pattern  changes  in 
patients  suffering  from  abdominal  catastrophes. 

2.  F.val o  the  anti  cl •>.- fed  !  ••>'  { ear-  of  -X  «.<.*•>..  i  C:'lV.  end 

LIJH  and  »;lu>  isovnzymu  pat  to:,  ns  in  patients  of  ter  cardiac 
surgery. 

3.  Determine  the  diagnostic  value  of  these  tests  in 
distinguishing  mesenteric  infarction  from  other  abdominal 
catastrophes  and  the  value  hi  evaluating  patients  having 
postoperative  Mis. 

SIN I CAL  APPROACH:  Patients  who  are  seen  by  the  General  Surgery  Service  for 

acute  abdominal  emergencies  have  been  entered  into  the 
protocol  as  soon  as  their  consent  has  been  obtained.  Blood 
sample'!  have  been  drawn  before  surgery,  in  the  recovery  room 
and  for  up  to  seven  days  after  surgery.  The  sampler;  are 
analyzed  for  total  and  respective  isoenzyme  concentrations 
of  creatine  phosphokinase  (CPK)  and  lactic  dehydrogenase 
(I2DH)  .  Two  distinct  groups  of  patients  can  be  delineated: 
those  who  had  mesenteric  infarctions  and  those  who  suffered 
"  other  acute  conditions.  . 

Patients  that  are  seen  by  the  Thoracic  Surgery  Service  for 
cardiac  surgery  have  been  entered  into  the  protocol  as  soon 
as  their  consent  has  been  obtained.  Specimens  are  draw 
preop,  q  8  hr  for  the  first  2  PC)  days  and  daily  until  the 
7th  postop  day.  Samples  are  analyzed  for  their  total  and 
isoenzyme  concentration. 

Patients  who  are  undergoing  routine  intraabdominal  procedure 
have  served  as  control  groups.  Their  scrum  CPK  and  7.DH  valu 
have  been  determined  on  a  similar  basis  to  provide  a  control 
group. 


Patients  admitted  to  the  CCU  have,  served  as  the  contra] 
groups.  Their  serum  CPK  and  I  Oil  have  been  analyzed  by 
the  same  methods. 

PROGRESS  AMD  RESULTS:  As  noted  in  the  original  protocol,  t.he  study  will  need 

to  he  run  over  18  months  to  gain  adequate,  numbers.  A 
total  of  431  patients  have  been  entered  into  the  study. 

No  changes  or  modifications  in  the  protocol  have  been 
made. 

Initial  results  show  that  palients  who  have  suffered 
mesenteric  infarctions  will  exhibit  CPK- MB  bands  in  their 
sera.  E'e  have  a!. a  ;-een  inline]  rises  in  the  serum  of  the 
CPK-P.B  isoenzyme  which  was,  theoretically,  the  most 
pr on is i n g  Indicator. 

The  results  from  the  study  of  the  LJ»)  isoenzyme  system 
shewr  that  :•••_•  •:  •  i a.'-.  :r  r<  L  ine  surgery  are  dm  to 
LDii-j  tin'  u i"C’u ; : i i . i. i 1  isoenzyme  !  u  .1  i.vc.r  and  skeleta  J. 

muscle’.  When  patients  have,  suffered  a  mesenteric 
infarction,  the  I.DH  isoenzyme  patterns  show  definite 
increases  in  and  LDH^.  These  findings  are  different 

from  the  changes'  seen  in  myocardial  infarction  when  LDHj , 
becomes  the  predominant  serum  isoenzyme. 

Review  of  the  patient  values  after  cardiac  surgery  shows 
a  small  elevation  of  CPK-MB ,  though  not  as  high  as  those 
seen  with  patients  suffering  a  MI. 

Review  of  the  control  group  values  shows  that  CPK-MB  and 
CPK-BB  do  not  elevate  after  routine  surgery.  LDH 
elevations  are  only  those  compatible  with  skeletal,  muscle 
injury. 

CONCLUSIONS:  There  have  been  no  serious  or  unexpected  side  effects  of 

complciations  in  subjects  participating  in  the  project. 

The  CPK  and  LDH  isoenzymes  systems  appear  to  he  valid 
markers  for  mesenteric  necrosis. 

The  serum  changes  in  the  CPK  and  LDH  isoenzyme  systems 
seen  after  surgery  are  compatible  with  skeletal  muscle 
injury. 

The  elevations  seen  in  CPK-MB  after  cardiac  surgery  are 
smaller  than  those  seen  with  MI  after  cardiac  surgery. 

CPK  and  LDH  isoenzymes  appear  to  he  valid  markers  of 
myocardial  damage. 


cn 


L S  b’Y  80:  Personnel 
Equipment. 
Supplies 
Reprints 

Funds  requested  for  FY  81 


Rone 

none 

$10,000 

Rone: 

Sec  inclosure  #1 


K  • 


Work  Unit  #9030  Circulating  Serum  Isoenzymes  in  Mesenteric  Infarction 


To  obtain  and  process  each  patient  .--ample  as  noted  in  the  approved 
protocol  and  addenda,  the  following  are  the  anticipated  costs  to  he 
incurred: 

1.  The  following  items  are  needed  to  draw  a  sample: 


a.  syringe  (10  cc)  $  .  628 

b.  needle  (20  g)  .  06 

c.  serum  separation  tube  (  6  ml)  .  23 

d.  sample  vials  (3)  .  33 

e.  alcohol  prep  .  006 

f .  4  x  4  enuzo.  .  014 

“(0.268  =  $  1.27 


2.  Analysis  of  the  sample  requires  the  following: 
a.  C'?'d  let e nr.inations  : 


1.  antibody  inhibition  (total  enzyme)  $  1.63 


o 

<*  n 

.tiho-ly  inhibition  (CP 

K-M3  iso 

i  enzyme) 

3.93 

;  , 

CO 

:»•  ro1  *j 

.48 

/' 

centrifichem  reagents 

.24 

r 

electrophoresis 

a. 

sample  tips  (2)  x 

.083  ea 

-  .  17 

b. 

data  card  (1)  x 

.033  ea 

-  .  053 

c. 

agarose  film  (1)  x 

. 568  ea 

.568 

d. 

CK  substrate  (1)  x 

.612  ea 

-  .612 

e. 

MOPSO  buffer  (1)  x 

.  14  ea 

“  .  14 

1.543 

=  1.54 

Total  cost  of  CPK  analysis  r: 

$7.82  ca 

h. 

LDH 

determinations 

i. 

ce 

mtrifichem  reagents 

.13 

2. 

electrophoresis 

a . 

sample  tip  (.1)  x  . 

085  ea 

=  .085 

b. 

data  card  (1)  x  . 

033  ea 

«  .053 

c. 

agarose  film  (1)  x  . 

533  ca 

=  .583 

d. 

LDH  substrate  (l)x  . 

586  ca 

=  .586 

c»  ► 

universal  buf for  (1) 

x  .075 

-=  .075 

1.382 

1.38 

Total  cost  of  IJHi  analysis 

$1.  51 

3.  The  total  estimated  cost  to  obtain  process  and  analyze  each  specimen 

.1  .  1.27 

2a  7.82 

2b  J  .51 _ 

$10.60  each  specimen 
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into  Llit  protocol  per 


The  anticipated  numbers  of  patients  entered 


week  are  -- 

abdominal,  patients  4 

coronary  core  unit  7 

thoracic  patients  5 

emergency  patients  2 

Average  patient,  load/week  IB 


The  number  of  patients  times  the  number  of  sample.?  per  week  18x7  -  126 
or  approxiraatley  504  patient  samples  per  month.  Hence,  the  total  number 
of  patient  samples  for  FY  81  is  504x12.  =  6048. 

The  total  anticipated  cost  of  obtaining  processing  and  analyzing 
these  samples  is 

6048 
$10.60 
'  '$64,108.80 


5.  Roque.!  funding  ,*i.lr,«>  ha  ;<vn  i.  lah.i if  or  sow  •><.  '■  j.-..r  <  in 

following  equipment. ; 

Gilford  System  .102  Spectrophotometer  835.00 

Corning  702  and  722  K't.cctrophorcsis  System  2 100 . 00 

"  $2935 . 00 


6.  Total  anticipated  costs  for  WU  1*9 030  for  FI  SI  is: 

Sample  aualys in  $64 . 108 . 80 

Contractual  Ovcs  2,935.00 

$67,043.80  ’ 


Date:  27  October  1980  _ _  1  1  Ydocol  Noj  JQ3J _ Istf.lus:  J uteri  .rt__y 

'  . .  '  |  Final 

Title  of  Project::  ~~  ' 

Study  of  Control  Mediant sms  tor  Hunan  Gastric  Parietal  Cells 

».  ■  -  / 

v  ' 


StartingjUate:  1980 
Principal  Investigator: 


'[estimated.  Completion  Date: 


— JchitTJia.a2QEL.-v-- 


Associate  Investigators: 
Scbnmel  Batzri 
Richard  Hi rata 


_  WRAIR  -  Div  Surgery  and  Gen  Surgery 

FaciiLt.y.  WRAMC,  Dept  Surgery 

• _ H  S'  JB£L  JDep  toSurgerry. ; _ _ _  „ 

Dept/Svc  ■ 


Key  Words: 


Ac  CiliZIl  i  Li.  eh  hi  V O  X»j  Jli  i.)  C •  i  1 0  <’i 

Cost: 

Accumulativc- 

Cost: 

Contract 

Accumulative  Supply 

'  Cost:  •  '■ 

FY-SO  MED  CASE  Cost: 

|  Periodic  Tie 

view  lie  suits: 

(to  be  lille 

dinbyDCI) 

'’Study  Objective: 

To  identify  control  .mechanisms  for  human  parietal  cells 


'■•Technical  Approach: 


To  apply  the  methods  developed  for  studying  disjx'rsed  parietal  cells  developed  in  ' 
animals,  to  man.  :  .  • 


Progress  during  FY-SO;  The  protocol  was  approved  late  in  FY  80.  To  date  the 
methodology  for  studying  parietal  cells  in  animals  has  been  set  up  a  USUHS,  but  no 
human  studies  have  been  performed  because  no  appropriate  patients  have  been  admitted  to 


Number  of  subjects  f:c>  be  studied  before  connection  of  .study: _ 20 _ 

Scrious/iurexpacted  side  effects  in  subjects  pari  icipaling  in  project: 


None 

Conclusions: 
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iProfocol  K‘>:  O'l'i'1 


D.-tk::  27  Oc  l<ib  rr_.  L9S.CL _ 

Title  o£  Project: 

Jn  Vitro  Analysis  of  Ikir.an  Co. l.oa  Ton  Transport  Meehan  i  s.. 


Interim  y 
I . ’  ~  Final 


Shading  Data: 


KstimpP.-d  Completion  Data: 


Principal  Investigator: 


John  W.  , Harmon  ,  Hoy  Wong_ 


Associate  Investigators: 

Yuan  llneg  Tai.  PhD  A.  Olytvole 
Ed  Boedeko.c 
Richard  Hirata 

.  t pi'rcnrp  •  .laha&on. . —  ... _ — - 


Facility:  wilAIR.  t.’RAMC 


.  URAMC  —  Surgery,  Medicine 
Dopt/Svc  URAIR  _  surgery  -  Medicine 


Key  Words: 


Colon  Surgery 


Accumulative  MEDCAS& 
Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Suoplv 
Cost: 


FY-SO  MEJDCASE  Cost: 


Periodic.  Review  ResuTis 
(i:o  be  filled  in  by  PCI) 


Study  Objective: 

To  assess  the  effect  of  bile  acids  on  ion  transport  in  the  colon  of  n an 


Technical  Approach: 


Colonic  mucosa  from  human  surgical  specimens  are  obtained  fresh  jn  the  URAMC  OR 


suite .taken  to  WRA1H  and  studied  in  XJssiug  chambers . 


Progress  during  FY-80: 

The  colonic  mucosa  from  12  surgical  specimens  has  been  studied. 


Number  of  subjects  to  be  studied  befo re  completion  of  study: _ ?  q_ 

Serious/ unexpected  side  effects  in  subjects  participating  in  project: 


vono- 


Conclusions : 

The  study  is  progressing  satisfactorily,  It  is  essential  to  maintain  good  communication 
between  the  pathology  service  and  the  investigators  to  assure  that  the  surgical 

specimens  are  properly  studied  for  pathologic 
diagnosis,  prior  to  their  entry  into  the  protocoir  i 


Funding  requirements,  FY-81: 


Travel,  Conference:  $1,200 

Printing  &  Reproduction:  $000 


8 


Date:  15  Sep  ?  > 

j Protocol  No:  9035  |  Si  at  us:  Interim  x 

Title  of  Project:  Effect: 

|  Pinal 

*  or  Altitude,  Mood,  and  Dietary  Ha.uts  on 

Per. for: 

mr-e  of  a  Choice-Reaction  Time  Task 

Struriincc  Date:  -.l’111  7  7 

thsthnated  Completion  Date:  Jun  81 

Principal  Investigator: 

Capt  James  P.  Dixon,  USAF,  BSC 

Associate  Investigators: 

Col  K.K.  McMeekin,  USA ,  MC 


Key  Words: 


Facility: 


A  KIP 


Dept/Svc  Aerospace  Pathology 


Accumulative  MEDCASE 

Cost: 


Accumulate  ve^orrtfhct 
Cqsi!  -  ' 


Accumulative  Supply 

Cost: 


FY--S0  MEDCASE  Cost: 


Periodic  Review  Results: 
(r.o  be  filled  in  by  DCI) 


Study  Objective:  To  evaluate  the  subtle  influence  of  mood ,  altitude,  dietary 
habits  and  other  stresses  on  performance  and  to  relate  these  dec  re  ents  to  the 
jog  performance  of  service  personnel. 


Technical  Approach:  By  means  of  a  choice-reaction  time  t  a  -  ,  effici  (number 

of  correct  divided  by  total  time)  will  guage  performance.  This  will  be  related 
to  the  physiological  parameters  of  arterial  oxygen  saturation,  respiration  and  heart  rate 
at  various  altitudes. 


Progress  during  FY-80:  Eight  subjects  have  been  completed.  Data  has  not  been 
completely  analysed. 


Number  of  subjects  to  be  studied  before  completion  of  study :  5 _ 

Serious/unexnected  side  effects  in  subjects  participating  in  project: 

None 


Conclusions:  Non>. 


Public;  lions  or  Abstracts,  FY-SO: 


None 


Date :  Soot:.  10.  1930 _ I ^toeoTJSb: _J503£i _ _ 

’  ( _  Pi  cal _ 

'i'siiQ  oZ  Project:  Urease  &  Deaminases  in  Chemistry  &"  Medic  hie 


Partin?  Pate:  June  28,  ,1977 _ fit  s  thru-led  Completion  Date:  Ongoing. 


Principal IttV5*3u'-i?>tor:  William  N.  Fislibein,  MD,  PhD 


Associate  lavas fcigators: 


|  Facility :  /vpp  p 


'  •  .  •  '  •  X)spc/hvc  Biochemistry  Division 

KoyWords:  myo- -adenylate  deaminase  deficiency;  lactnto/aimioriia  exercise  ratio 

Accurmilctlve  MED  CAS £  r"]’  Accumalaave  Contract  f  Accumulative -Supply 

_ -J .  |  jo.-P: _ ,.y  . .....  :  ‘ 

py-BO  MFDCA-  K:  Cost:  '  _ _  _  Periodic  Pc vh r  Kesrdbn _ _ _ 

.  •-  •  .  {ro  he  Allied  i  <\  by  PCI) 

vitady  Objecti  ve;-  Development:  of  a  diagnostic.  clinical  bio;./?  test:  for  n ADD 


Tc caoical Approach:  Measurement  of  lactate  arid . ammonia  in  antecubital  vein  blcx/d 
drawn,  and.  after  sponge -squeezing  with  partial  venous  obstruction.  \ 


Progress  during  FY-80:  Seven  patients  and  five  controls  have  now  been  tested  wi  thout 
sido-eff  cts .  No  drugs  or  WRAMC  funds  have  been  used.  The  seven  patients  show  no 
increase  in  Mitj  despite  normal  increase  in  lactate,  like  the  first  three  reported,  i 

:  Amber  of  subjects  to  be  studied  before  completion  of  study:  30 
ri ous /unexpected  side  effects  in  subjects  participating'  in  project 


(kmc.lusi.ons: 


t 


Date:  17  Oct  SO 

!Protccol  No:  903SA 

S?.tns: 

Interim  >; 

Title  of  Project: 

Final 

The  Educational 
Aged  Males  Post 

and  Psychological  Needs  Specific  ro  Humm  Sexuality 
Uncomplicated  Myocardial  Infarction. 

of  Middle- 

Starting  Date:  24 

April  1979 _ is st banted  Completion.  Date: 

im 

> .  J).ac  _ 

Principal  Inves  fdgator :  s .  p.  j. 


Associate  Investigators: 
Liasion  Officer: 

MAJ  (V)  Janet  R.  Soutliby,  ANC 


Baldwin*  R.N. ,  D.N.Sc.,  George  Mason  Universit 

Facility: 

WRAMC,  Unit_41 _ _ 

Dept/Svo  Nursing  Research  Service 


Males,  Myocardial  Inf arc 


tion 


Ac:  :  •  .  :'.vUc 

Cost:  0 


FY-80  M’SDCA&E  Cost: 
'  Study  Objective: 


AotvunuVb.iv'--  Co: 

Cost:  0 


Ac-v. • . ,-j) 0 ;d\< y f. 

Cost: _ 0 _ 

Periodic  Kevi e\v  Result. s: _ _ 

(to  be  filled  in  by  DO) 


To  describe  the.  educational  and  psycho  Logical  needs  specific  to  human  sexual!  t 
middle-aged  males  post  uucumpli cated  myocardial  infarction. 


-  Technical  Approach: 

Unchanged  since  last  Annual  Progress  Report 


Progress  during  FY-80: 


Ten  subjects  were  obtained  for  the  study  this  year. 

Number  of  subjects  to  be  studied  before  completion  of  study:  20  were  dn^irod 

Serious  /unexpected  side  effects  in- subjects  participating  in  project:  _ 

None 

Conclusions: 

None  to  date,  i'a.ta  analysis  is  in  progress. 


Publications  or.  Abstracts,  FY- SO: 


CLIiuCAL  id  VaSTIGATIOI-i  PftGGstfcli 

work  Unit  no.:  9036A 

Funds  utilized.  FY-SO :  None 

Funding  Requirements  ,  FY-M:  §50 , 00 

Personnel^  (name  and  grade)  maj  Janet.  u.  Sontbby,  AHC 
Equipment :  (describe  in  detail  including  cost) 

Supplies :  (consumable,  animal  purchase)  $50.00 

Travel:  (mission  oriented,  training  and  presentation) 

:.npv. c  '••ortt-'i  l..-.  .  ••.entree  t'-  ■  v  j 

reprints) 


D3S3P©SyiTi<Dffa  FO \Rm 

For  uis  of  tnts  foriM*  *90  AR  3-10*15*  tSo  proponent  o;»ncj-  1ft  TAGCER- 


RE.'EKEICE  O*  OfEICE  Jrw60'_ 


AFIP-CPQ-C  _  _ 

T0  Timothy  M.  Boehm,  LTC,MC 
Department  of  Clinical 
Investigation  Service 


Annual  Progress  Report,  >7993/  ,  Localization  of  Lymphocyte 
Antigen  Markers  in  Fixed,  Paraffin-Embedded  T issuer, 

FROM  m *»  !/-»*-  n  M  DA7E  ,  r  ,  ,  „  ,  ,,or,  C-'Vl  1 


Major  John  M.  Langlosi. 
Chief,  Division  of 
Imrnunopathology 


14  October  1980 
JML/rm/628)  6 


l 

Since  submitting  our  request  for  surgical  specimens  from  WRAMC,  ve  have  found  an 
alternative  substrate  obtained  from  other  sources  for  our  investigation  of  intra- 
cytoplasmic  lymphocyte  markers.  Mo  material  has  been  obtained  from  WRAMC.  Please 
consider  our  project  terminated.  Thank  yocT|f oiO  your  cooper at  ion  in  this  matter. 


'  Jj 

M'vJOR  JOHN  M.  LANG LOSS,  USAF 
Chief .  Division  of  Jirnuriopathology 


(ICl’l  ACKS  O'l  K'-H  '.1 1,  WHICH  is  O.'S'.H.l  rr.. 


<■  GF'O-  1975-GbS  l 


t 


*V:ca:i7  Oof.  80 


_ [Protocol  No: _ 9o;<9H _ 


[Status:  Interim _ x_ 

I  Final** 


Title  of  Project:  *  • 

Nurse  Controlled  Factors  That  Influence  the  Development  of  Diarrhea  in  Tube-fed 
Patients 

Starring  Date:  20  July  1979  (Estimated  Completion  Date:  Dec  1980 _ _  _ 

Principal  Investigator:  i.tc  Reuben  R.  Bowie,  ANC 


Associate  Investigators’: 

Facility: 

WRAMC. 

Dept/Svc  Nursing  Re 

Key  Words:  . 

Diarrhea,  Tub  a  Feeding 

..  .  uvruidulivo  K'- '  i.*C  Aivl  j  Acorn iiu.lat.ivo  •CuAt»:;>.ei.  J  W-curudufivc  Sup. fly 

lost:  0  I  Cost:  0  Cost:  $43.50 


Cost:  0 _  | 

'fV-S0  IvXEDCAS  GCosfcF  _  0 


|  Periodic  Review  Results: 
j  (to  be  filled  i  n  by  DC!) 


o.’.udy  Objective;  priinear  •  To  ascertain  whether  a  regime  which  increases  the 
frequency  of  changing  the  nasogastric  tube  and/or  the.  fci  ding  hag  lends  to  decreased 
Incidence  of  diarrhea  in  tube -Ceil  patients  as  coinpa  i  e.d  in  coo  rent  standard  procedure, 
secondary  -  To  describe  gross  changes  of  the.  nose  and  throat:  mucosa  in  response  ■ 
to  increased  increased  frequency  of  changing  the  nasogastric  tube. 


Technics!  Approach: 

No  changes  since  last  Annual  Progress  Report 


Progress  during  FI -80:  To  date ,  a  total  of  four  (4)  pr Merits  have 
c  ompleted  the  ct  udy. 

..’umber  of  subjects  to  be  studied  before  completion  of  study:  ]Q  were  desired 
:  Trious/imercpectecl  side  effects  in  subjects  participating  in  project: 

~ Tic:  _ _ _ ’ _ _  ___ _ _ _ 

'Conclusions: 

Availability  of  patients  who  meet  the  study  criteria  were  a  problem.  Study 
ill  be  tormina?  ed.  Final  report  will  be  submitted  by  .‘si  )\.c  DO 


Data: _ !2__Qc  to  kar._L2.3iL 


j Protocol  No; gp-ipa 


xid-i  of  Project.  f?sduci ng  Discomfort  from  Intramuscular 
Injections  in  the  Dorsoyluteul  Site  by  Proper  Body  Positions 


ISretiAs:  Interim  ^ 
| _ I  Inal _ 


Starting. Pa£a:  .1  .lunigDQZg  . _  HssftcviEeci Completion  Date: _ 31  Per  198Q 

Pnacdpal lavestigafcog:  pann-j e  f.|.  Rettig,  M-IJ-ANC 


Associate  luvostigators:  •  NOME 


Facility:  ViRAMC,  Wards  57,57  and  68 
Dept/Svc Kyrsing  Research  Service 


KcyWords: 


Intrauuis cul.ar  Injections,  Proper  Body  Positions 


Accumulative  MEDCASE 

Cost;. . JjQ^.'c 

FY-SO  MED  0  &8H  Cost"  t  !0  M E 


.Accumulative  Contract  I  Accumulative  Sun  pi  v 

IlDME  .  .  ....  <  .  Coat:  t.U-n _ ^ 

Periodic  Review  Results: 

(to  be  filled  in  by  DCI) 


redy  O  jec.'.vm  ^  j  To  ascertain  whether  p-..:,  knits  would  report  less  discomfort 
from  dorsog! iiteal  injection  when  they  assume  a  prone  position  with  femurs  internally 
rote tad  ..than  when  femurs  are  externally  rotated.  [2)  To  ascertain  whether  the 
side-lying  position  with  femurs  internally  rotated  or  externally  rotated  in  an 
effective  position  for  reducing  discomfort  from  a  dor'sogl uleal  injection. 

Technical  Approach;  The  study  will  be  comprised  of  approximately  60  adult  patient 
on  the  general  surgical  and  gynecology  services.  For  the  patients  to  be  a  part  of 
the  study,  they  must:  meet  the  following  pre-opera tive  criteria: 

a.  Oriented  to  time,  place  and  person 

b.  Easily  assume  a  prone  or 'side-lying  position. 

c.  Physician  has  ordered  preoperative  medications  of  Meperidine,  Promethazine 
and  Glycopy rrola  te.  {SEE  THE  ATTACHED) 

Progress  tic. dug  FY-OO: 

Completed- data  collection  in  September,  1980  and  started 
data  analysis. 


Kir  mb  e  r  of  subjects  to  be  studied.  before  completion  of  study:  60 


Sericus/unexpactecl  side  effects  in  subjects  participating  in  project: 


NOME 


Conclusions:  fcG  submitted  by  31  December  1980. 


Publications  or  Abstracts,  FX-80;  NOflt 


Continuation  or'  Technical  Approach:  d.  Could  safe-iy  race  I  injections  in 

the  dorsogluteal  site.  Patients  will  have  to  be  excluded  from  the  study  if 
only  one  injection  is  given  or  if  there  was  a  change  in  the  type  of 
medications  after  being  randomly  assigned  to  the  study  groups. 

Each  patient  will  receive  two  injections  of  Meper'dine,  promethazine 
and  glycopyrrolate .  All  injections  are  given  with  a  22-gauge  needle. 

The  length  of  the  needle  will  vary  from  1-1  1/2  inches  depending  upon  the 
size  and  weight  of  the  patient.  The  number  of  patients  comprising  each 
group  will  remain  even  by  assigning  patients  to  one  of  the  four  conditions 
in  a  fixed  order.  Table  1  shows  the  four  conditions  which  are  the  possible 
combinations  of  the  three  factors  of  concern. 


The  patient  will  be  located  by  reviewing  the  operating  room  schedule  th 
day  prior  to  surgery.  The  patient  will  be  randomly  assigned  to  one  of  the 
four  conditions  (see  table  1).  Afterward  the  investigator  Will  contact  the 
patient  and  obtain  the  patient's  written  consent  to  participate  in  the  study 
At  the  time  the  preoperative  medications  will  be  ordered,  the  research  nurse 
will  give  the  appropriate  medications  at  the  bedside.  7be  patient  will  be 
placed  in  the  p-'e  -do  f  i  nod  position  (hips  either  Intrrr.a-:  ;y  or  external  iy 
rotated).  The  injection  will  be  administered  using  the  following  technique. 
The  nurse  i 1 1  to  ihe  upper  outer  q  .a dram  of  ui.c  g.  .;.eus  Maximum 
muscle  and  palpate  for  underlying  abnormally  sensitive  tissue.  She  will 
prepare  the  skin  by  swobbing  with  an  alcohol  gonga  then  administer 


the  designated  ad i cation  taking  no  less  than  r>ve  :.aco.;ds  to  complete  the 

injection  to  reduce  possible  pain  induced  by  rapid  injection  of  medication. 
The  area  will  b-'  massaged  using  an  alcohol  sponge  for  approximately  five 
seconds,  liie  patient  will  be  asked  to  rate  ir>s  discomfort  from  the 
injection  on  a  discomfort  scale.  The  patient  will  be  positioned  in  the 
second  designated  position  and  the  second  injection  /ill  be  given  in  the 
opposite  dcvsogl uteal  site.  The  subject  will  then  rate  the  discomfort 
from  that  ‘injection. 


Cl 


1 


■TAbi.t:  1 

Assigru.icnt  a f  Patients  to  Conditions 


Condition 

Position 

First  Injection 

Second  Injection 

A 

Prone 

Internal  rotation 

hxtGtr.al  rotation 

Meperidine 

Promethazine 

Gly copyrr o 1  at  e 

Meperidi ne 

P  r  o  ri  e  t  h  a  z  j  n  o 
Glycopyrrolate 

B 

P  v  o  n  e 

External  rotation 

I  n  t  e  r  n  a  3  r  o  t  a  t  i.  o  n 

Meperidine 

Promethazine 

Glycopyrrolate 

Mep  er ; d i n e 

P  r  o  m  e  t  h  a  z  i  n  e 

G I  y  c  op  y  r  r  o  1  a.  t  e 

C 

Side- lying 

Internal  rotate  o  r. 

External  rotation 

Mop  or  i  d  i  r.  o 
•  Promethazine 

G ■ y  copy  v < o  t a L o 

M  s  ;/■  e  r  i  d  j  n  e 

Prom etiia  z i  ne 

C:  ycopyr  ,-o)  at  e 

D 

S  >.  d  c  l  •:  i.  r  p 

Fete  r  n  a  I  rotation 

Intern  a  3  r  o  t  o  t i o y 

Meperidine 

P  ronei  ha  z  i. n  e 
Glycopyrro.l  ate 

Meperidine 

Prone  th  n  7.  i  no 
Glycopyrro] a  to 
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CLIiilCAL  Ih ViSTIGATiOii  PitCGriAh 


>.ork  Unit  iio  .  :  9040B 

Funds  utilised,  FY-SO:  Kono. 

funding  Requirements  ,  FY-$i: 

Personae  1 r  (naze  and  grade} 

HAJ  I-'auuie  M.  'Set tig 
Equipment :  (describe  in  detail  including  cost) 

Suoolie s  :  (consumable,  animal  purchase)  $100.00 

Travel :  (mission  oriented,  training  and  presentation 

Other :  (equipment  rentals,  contracts  for  service ;  an 

reprints)  Printings  Reproduction.  $150.00 
Data  Atial.v  sis  Si 00.  00 


Conference  T 
)  $570. 00 

isial  care  •• 


V 


Title  of  Project:  Attitudes  of  Health  Care  Workers  toward  tne  1 
Accurrence  of  Violence  in  close  Relationships. 


Starting  Date:  1  June  1979 


Estimated  Conoletiou  Date:  1  Dec 


Principal  Investigator:  Susan  B.  Shipley,  MAJ/ANC 


Associate  Investigators: 

Donna  C.  Sylvester,  MAJ/AHC 


Facility: 

Walter  P.eed  Army  Medical  Center 
Dept/Svc  Nursing  Research  Service 


Keywords: 

Violence,  Abuse,  Marriage,  Family 


Accumulative  ?,IEDCASF, 
Coat:  n _ 


Accumulative  Contract 
Cost:  n 


Accumulative  Supply 
Cost:  S 2 50 .00 


FY-SO  MFD  CASE  Cost: _  p 


Periodic  Review  Results: 
(to  be  filled  in  by  DCI) 


'Study  Objective:  Thc  purpose  of  this  project  was  to  a.  gather  baseline  data  on  the 
snt  attitude'  of  various  groups  o j  health  care  vc.-kars  t:.ard  .'ictf'c  and  users  in 
ocurence  of  ■/toionco  in  close  rob. tionships;  b.  determine  the  ex  cent  of  experience 
eal  th  care  workers  with  victims  of  purposeful  injury  who  come  in  contact  with  the 
tn  care  system:  and  c.  de  to. -mint*  entry  points  to  the  '  aalth  care  system  for  the 
im  of  purposeful  injury  in  order  to  gain  access  to  and  characterize  the  victim  and 
of  violence  in  further  studies. 

Technical.  Approach: 

Survey  questionnaire  of  a  random  sample  of  physicians  and  nurses  at  WRAMC. 

Mo  Changes. 


Progreso  during  PY-rtt):  0iitc(  Collection  is 


s  comp !c tec 


Number  of  subjects  to  be  studied  before  completion  of  study:  ECO  -done _ 

Serious/unexpected  side  effects  in  subjects  participating  in  project: 
_ NOME _ _ 

Conclusions:  Data  analysis  is  underway.  Final  report  to  be  written  and  submitted 
prior  to  lb  December  1990. 


i-  sork  unit  iio .  :  9041.  b 

J  - 

I  rur.ds  Utilized.  t-Y-SQ:  $250.00 

I 

I  Funding  ftecuipeciants .  F't'-bl: 


Personnel :  (naae  and  grade)  MAJ(P)  Susan.  3.  Shipley 

MAJ  Donna  C.  Sylvester 
EGuionent :  (describe  in  detail  including  cost) 


Objectives,  Methods,  and  Progress: 
area  of  this  research  project 

1.  One/  concerns  associations  between  aspects  of  behavior  and  pres¬ 

ence  of  coronary  artery  disease.  Approximately  115  consecutive  patients  of 
VRAMC  who  were  awaiting  cardiac  catheterization  completed  the  Jenkins  Activity 
Survey  and  were  given  the  Posertman  diagnostic  interview  to  measure  Type  A  be¬ 
havior.  We  have  been  investigating  the  possible  relationship  to  various  com¬ 
ponents  of  Type  A  (e.g.,  hostility,  competitiveness,  time  urgency,  speech 
patterns,  etc.)  to  presence  of  coronary  artery  disease.  It  remains  unclear 
from  previous  research,  whether  the  intensity  of  various  components  of  Type  A 
behavior  in  -.ssociohod  with  greater  risk,  of  disease.  V."  .rle,  strictly  speak¬ 
ing,  this  c.  motion  can  only  be  answered  by  prospective  .study.  tape  recorded 
interview-.,  e.;  card.'  ciiif •u-rf.zod  ,»  w  lants  ■.>■■■:  bei.v.g  hr  o’-  •.  down  and  analyzed 
item-by-item.  We  will  examine  the  relationship  of  Type  A  components  to  angio¬ 
graphic  results  of  cardiac  catheterization  and  other  standard  risk  factors 
obtained  f<om  WRAW  medical  records.  Angiographic  data  have  been  obtained 
for  each  patie.nt.  This  analysis  is  nearing  completion  and  should  be  concluded 
within  55 i  ■  1  -'  in1  •  months . 

2.  The  second  j  ine  oi  (.-search  b  ring  in  -•'-stigatnd  in  Chi;  project  concerns  possible 
physiologic  mechanisms  linking  behavior  processes  with  -orenary  artery  disease. 
Research  by  Dembroski,  Manuck  and  others  has  demonstrated  that  Type  A  subjects 
display  elevated  cardiovascular  reactivity  when  presented  with  challenging  tasks 
and  situations.  Dembroski  and  McDougai.L  have  recently  presented  seme  suggestive 
evidence  that  patients  with  a  history  of  ischemic  hearr  disease  show  a  trend 
toward  similar  enhanced  cardiovascular  responsiveness.  disco  January  l.'j'J'j,  \ie. 
have  been  ■  asurin  -  t.irrhov.mm.'.lar  reactivity  (bleed  pr  -s  -.-.re  and  heart  rale) 

in  cor. sec  •  .  . cd  •  :  ■ "  .  • 


;  <r 


ested  in  determining  how  heart  rate  and  blood  pressure  responsiveness  vary  in 
these  patients  as  a  function  of  a)  magnitude  of  coronary  artery  disease  and 
b)  magnitude  of  Type  A  behavior.  An  association  between  cardiovascular  re¬ 
sponsiveness  and  coronary  artery  disease  would  lend  credence  to  the  notion  that 
this  responsiveness  (or  other  physiologic  correlates  of  this  responsiveness) 
play  a  role  i.n  the  pathogenesis  of  coronary  disease.  Tt  is  also  not  known 
how  various  processes  which  have  been  shown  i:o  be  related  to  elevated  pressor- 
response  (v.g.,  Type  A;  family  history  ol  dir, ease)  are  themselves  related  to 
each  other.  Js i.gtity -three  patients  nave  been  rested  s  far  la  this  study,  and 
data  have  been  analyzed  and  written  up  for  presentation  at  -ci entif ic  Meeting 
(see  enclosed  paper) . 

I 

Research  Go--1  Is  for  the  Upcoming  Year 

We  plan  to  complete  data  analysis  for  Study  I  at.-,  to  collect  cars  for  re¬ 
act  ion- tie.  a  tuny  outlined  in  original  proposal. 

Conclusions :  Coronary  artery  disease,  angiographically  measured  does  not  seem 
to  be  related  systematically  to  cardiovascular  response.  plan  to  repeat 
this  study  using  a  psycUomotor  reaction- time  task  which  nay  reduce  variability 
between  conditions.  There  have  been  no  side  effects/complications  associated 
with  this  :  vac  ic.i  project. 

Funds  Utilized:  The  study  is  funded  by  grants  from  NIH  and  U5UHS.  No  additions] 
funding  is  required  boa  WRAMC . 

Publications: 

1.  Krantz,  D.  S.,  Saiunarco,  M.  E.,  Selvester,  R.  &  Matthews,  K.  A.  Psychological 

correlates  of  progression  of  atherosclerosis  in  men.  Psychosomatic 
Medicine,  l 979,  41,  467-475. 

2.  Krantz,  D.  S.  Cognitive  processes  and  recovery  from  heart  attack:  A  review 

ar.-i  fheor«.  final  anaJy;  is .  Jeucnil  of  Human  :  -rose,  1131,  l,1,  27-3  3. 


3.  Krantz,  D.  S,,  Glass,  D.  C,,  Schaeffer,  M.  £,  Davia.  ,1.  E .  Behavior 

patterns  and  coronary  disease:  A  critical  evaluation.  Ip.  J.  T. 
Cacioppo  &  R.  E.  Petty  (Eds.)  Focus  on  cardiovascular  psycho¬ 
physiology  .  New  York:  Guilford,  in  press. 

4.  Krantz,  D.  S,,  Schaeffer,  M.,  Davia,  J.  E.,  Dembroski,  T.  M. ,  MacDcugall 

J.  M.  &  Shaffer,  R.  T.  Investigation  of  extent  of  coronary 
atherosclerosis.  Type  A  behavior  and  cardiovascular  response  to 
social  interaction.  Paper  presented  at  Society  for  Psychophysio- 
logical  Research,  Vancouver,  B.  C,,  October,  1980. 


Type  of  Report:  Interim:  Approval,  for  continuation  of  project  requested  fo 


Title  of  Project:  Treatment  and  Rehabilitation  of  Knc.e  Injuries  at  the  United 
States  Military  Academy,  West  Point',  NY  10956 

Investigators : 

Princio al:  LTC  Walton  U .  Curl 
Associate;  LTC  Keith  L,  Markey 

Objectives :  To  develop  predictive  parameters  and  programs  to  lower  the  knee 
injury  rate  of  cadets  at  the  United  States  Military  Academy.  T.t 
Is  also  t.h^  objective  to  analyze  and  develop  better  treatment 
modalities  tor  those  injuries  which  do  occur. 

Technical  Approach:  Cadets  who  are  participating  in  the  intramural  and  inter¬ 
collegiate.  football,  wrestling,  and  lacrosse  programs  are 
being  screened  as  part  of  the  pre-season  physical  examination 
Cor  multiple  parai.se  ors  which  might  effect  knee  injury  rate. 
These  parameters  im-iucle:  joint,  laxity,  height,  weight, 
bod/  type,  etc.  Th v;  data  and  following,  the  individuals 
through  the  sport  season,  determine  what  types  of  injuries 
they  incur  and  it  is  hoped  that  a  statistical  corral  a- 
ti.Ci.  '.an  be.  perform  -d  to  relate  tV-r-*  various  ^aretr.utern  to 
knee  injuries. 

The  treatment  phase  deals  with  Uue  diagnosis  and  treatment 
of  essentially  isolated  tears  of  the  anterior  cruciate 
ligament.  Those  who  have  a  proven  torn  anterior  cruciate 
ligament  then  undergo  an  acute  repair  and  reconstruction 
of  the  torn  anterior  cruciate  ligament  utilizing  the  medial 
third  of  the  patellar  tendon.  They  are  then  casted  with  a 
long-leg  cast  with  the  bent  knee  at  60  for  six  weeks  and 
then  a  cast-brace  30-60  for  six  weeks.  They  are  then 
started  on  .-.nee  .  k  ’.b i  1  itnc  lor  program.  These  ~  at  .'.on;  a 
are  then  followed  at  a  3  and  6  months,  1  year,  2  yes::,  and 
5  year,  and  10  year  intervals  for  long  term  sequelae. 

Progress  and  Results:  Preventive  phase:  The  200  intramural  football  players 

which  ware  examined  and  evaluated  utilizing  Cy>  >:;;s 
physical  exam,  and  questionaire  at  the  start  of  the  intra¬ 
mural  season  are  currently  being  analysed.  No  results 
have  been  concluded  from  this  aspect  of  the  study  as  yet. 

We  are  currently  trying  to  correlate  ligament  laxity  with 
injuries  in  a  second  on-going  study  and  will  try  to  incorp¬ 
orate  these  results  with  this  aspect  of  the  study. 


Treatment;  phase:  132  anterior  cruciate  ligament  injuries 
have  been  identified  utilizing  arthroscopy.  Of  these 
43  have  been  treated  using  the  medial  one-third  of 
the  patella  tendon  to  augment  the  repair  of  the  anterior 
cruciate  ligament  and  are  undergoing  treatment  at  the 
present  time.  There  have  been  anterior  cruciate 
ligaments  that  have  not  been  operated  on,  however ,none 
of  these  have  been  casted  for  a  twelve  week  period,  as 
the  operated  cruciate  ligaments  have  been,  since  the 
cadets  did  not  desire  the  twelve  week  casting.  We 
have  been  in  contact  with  the  United  States  Naval 
Academy  to  discuss  the  combined  study  with  their  facil¬ 
ity.  The  UONA  is  currently  following  their  anterior 
cruciate  ligament  injuries  aon-operatively  on  a  prospec¬ 
tive  basis  and  their  data  will,  hopefully,  be  correlated 
with  our  results  in  the  end. 

Conclusions:  The  study  continues  to  be  on-going.  There  have  been  no  unexpected 

side  of  feel's  or  complications  in  the  individuals  participating  in 
this  project.  Again  no  conclusions  can  be  made  as  to  the  efficacy 
Mn>  treatment  phase  nor  can  conclusions  c  drawn  ..  to  c,.  ocif  J> 
..;«inc tors  which  m  lead  to  knee  injuries.  We  feel  that  this 
i.s  a  reasonable  alternative  to  not  operating  on  the  anterior 

;.j  :o  ligament:  cud  also  seams  to  ha  doing  setter  chan  repair¬ 
ing  the  cruciate  ligament  alone.  The  answers  to  these  questions 
will.  nor.  be  able  to  be  answered  however,  until  the.  end  of  a  five 
year  course  has  past. 

Funds  Utilized,  FY-80:  The  research  secretary  is  funded  f  nr  a  part-time  basis 

for  FY-80.  No  other  funds  were  utilized  out  of  the 
clinical  >  usearch  investigation  project. 

Funding  Requirements,  FY-81 : 


/  U  j.-.MUOj 

Equipment? 

Travel : 

Supplies: 
Other : 


tenux  F.ii  1  Hr. ice.;  for  bracing  anterior  cruciate  liga¬ 
ments  -  §235.00  ea,  estimated  number  requireG  -  60. 

§1,000.00  for  TOY  for  the  purpose  of  presenting 
results  as  well  as  visiting  other  medical  centers  to 
discuss  the  role  of  the  anterior  cruciate  ligament. 

None 

None 


Publications  £>  Abstracts  ;Y80:  Nf>«. 


;  'ht 


ye  t . 


Protocol  No:  qnqo 


Title  of  Project:  The  Physical  Fitness  of  Military  Women 
Employed  in  Health  Care  Occupations 


(Status:  Jntari.-n 


_ Final _ v 


Starting  Data:  Hone 


[Estimated  Comuletion  Date:  Hone 


Principal  Investigator: Li  C  Eileen  L.  Fox,  LTC  Caroline  G.  Brodkey  and  MAO  Fannie  M.  Retti  <> 


Associate  Investigators: 


Facility: 


WRAMC,  Ft.  Meade,  MD  and  Ft.  Belvoir,  VA 


Depfc/Svc  Nursing  Research  Service.  WRAMC 


Key  w  ords: 


Physic-- 1  Fitnesf 


Accumulative  Contract 
st 


Accumulative  Supoly 


FY-SO  MED  CASE  Cost:  MDHF-. 


Periodic  tie  view  Kesuita: 
(to  be  flllsd  Id.  by  I)  Cl) 


Study  Objective:  <j0  evaluate  the  physical  fitness  of  :  ’it.ary  women  in  (Tie  lieal.t  i 
care  occupat  tons .  To  determine  if  physical  fitness  of  ...iiitary  vener  in  heal  th 
care  occupations  is  commensurate  with  military  expectations.  To  implement  a 
three-mon  h  physical  conditioning  program  with  the  30  -.’.  of  effecting  an  iropn  ovemer.t 
of  physic.*!  >  uuefs  in  a  group  of  military  women  health  cere  providers.  To  observe 
for  changes  and/or  correlations  between  variables  such  as  weight,  anthrometric 
me lsures,.  ui-lsa  rate,  blood  pressure,  vital  respirator,  capacity,  ’Ring,  sleep 
technical  Approach:  (see  THE  ATTACHED) 

It  was  planned  to  selected  a  control  and  experiment  group  frr.m  female  volunteers 
who  fail  the  physical  training  tost  and  step  Lest.  Bot.i  would  have  receive  a 
demographic,  data  questionnaire,  self-image  questionnaire  and  cardiorespiratory  tor. t 
the  beginning  and  ending  .of  the  study  period.  After  each  group  completed  a  physical 
fitness  test,  the  experiment  group  would  have  followed  an  exercise  program  for  three 
months.  Follow-up  evaluation  would  have  been  planned. 
jPro°Te.‘=:-  r'ny  FY-  CO:  ,  ...  -  .  ,  , 

three  Ohio  hajoscale  respirom..  ters.  while  await ini  purchase  of  this  equipment ,  t  he 
senior  invoaf itator  retired  and  tin;  other  two  officers  have  been  reassigned. 


Number  of  sub: sets  to  be  studied  before  comolstioa  of  stud 


Serious/uncx-pected  side  effects  in  suojeots  participating  m 


Conclusions:  A  film  was  made  of  the  staff  and' specialist  physical  test  for  women  and 
V.'RAMC,  PO  &  T  Section  decided  to  adopt  this  P.T.  Test  for  their  program  for  FY  80. 

A  Program  about  Physical  Fitness  will  be  presented  to  IvRAilC,  Dept,  of  h’SG,  6  N’ov  CO 
as  approved  program  foy  copvtpuLied  education. 

Publications  or  Abstracts,  FY-BCT: 


Continuation  of  Study  Objective:  patterns,  work  p...;  tern  3 s 

onl.  terns.  and  l  mar.’  •  '  n  v . 


-  nutrition, 


0 l ,  i; iiiCAL  1  i i  V c. $  1  !. o r.  ■-  1 w . .  it 0 G ri A h 


nork  Unit  Go.:  9086 

Funds  utilized.  FY-60:  none 

funding  Requirements,  FY-81:  none 

Personnel;,.  (naaa  and  grain )  LTC  Eileen  Fox,  L1C  Caroline  G.  Hrodiuy, 

MAJ  FANNIE  ?•;.  HETTIG 

£ou  lament ;  (describe  irt  detail  including  cost)  none 

Supplies :  (consumable,  animal  purchase)  none 

Travel :  (mission  oriented,  training  and  presentation )  none 

Other :  (oquiomant  rentals,  contracts  for  service,  animal  care  and 

reprints)  NOME 


Protocol  No:  9Gd3 


Title  of  Project:  A  comparison  of  the  !';o  of  Cognitive 
fherapy  and  Hypnosis  in  a  Group  Setting  for  Treating  Obesity. 


Status:  Interim  X 

Final 


Starring  Dais:  ?q  Ann'1  i 


Istimatcd  Completion  Date:  30  Jure  19S0 


Principal  Investigator:  Edmimd  G.  Howe,  M.0. 


Associate  Investigators: 

Charles  8.  Slater,  C DR,  HC,  UStl 
Angela  LePage,  Ens,  US HR 
(3rd  year  medical  student) 


Facility; 


WR  AMC ,  USUHS,  K11MC 
Dept/Svc  Psychiatry>  usuhs 


Key  Words: 


Obesity,  cognitive  therapy,  hypnosis,  group 


Accumulative  I.IEDCASE 
Cost: _ 

T'Y-80  MED  CASE  Cost: 


Accumulative  Contract 
Cost: 


Accumulative  Supply 
Cost: 


Periodic  Review  Results^ 
(to  be  filled  in  by  DOT) 


Study  Objera.ve:  y0  determine  whether  the  proposed  treatment  for  obesity  will 
.be  effective  as  a  means  of  persons  with  obesity  losing  weight  and  maintaining 

’weight  lov  ,  "A  compare  treatments  am!  to  generate  tj , theses  for  further  stud 


Technical  Approach:  Original  study  is  being  extender  anc  modified  to  include  a 
third  group  which  combines  hypnosis  and  cognitive  therapy,  to  take  place  once  a 
week  over  10  weeks  instead  of  twice  a  week  over  5  weeks,  and  to  be  carried  on  [■ 
only  the  p.  .'nr  ;v.  ’  '•  vestigutor. 


Progress  dueling  FY-80:  Of  22  persons  beginning  in  hypnosis  groups,  16  finisher! 
program  and  11  lost  weight  at  3  month  follow-up.  Of  ?5  persons  beginning  conn:  . 
therapy  groups,  19  finished  program.  Id-lost  weight  at  3  month  follow-up. 

Number  of  subjects  to  be  studied  before  completion  of  study:  approximately  70 _ _ 

Seri o: '.s/ unexpected  side  effects  in  subjects  participating  in  project:  none 

Conclusions:  Though  initial  results  are  encouraging,  they  are  not  of  significance 
unless  weight  losses  are  maintained  at  6  month  and  1  ye.?**  follow-ups.  Thus, 
conclusions  cannot  made  at  this  ti>;! '. 

Publications  or  Abstracts, 


L 


FT-:  0: 


Date:  30  September  1980 


_ •  (Protocol  Ko:  t)100 

Title  of  Project:  Evaluation  of  Computer  Assisted  Drug 
Drug  Interaction  Monitoring. 


Status:  Interim  XXX 


Starting  Date:  1  September  19.-.Q _  pdstimated  Completion  Date:  30  September  1981 

Principal  Investigator:  Carl  C.  Peck,  I.TC  MC 

Associate  Investigators:  Facility:  WRAMC/USUHS 

Lawrence  riec.keastein,  Pisarm  0. _ _ _ _ _ _ _ 

Brian  G.  Schuster,  MA.T  MC  DWSv  Clinical  Pharmacology 

James  Wilson,  Pharm  D.  up,/ovc  Department  of  Clinical  Investigati 


Key  Words: 


D ■■  ug  Into-.--i.cUon.),  Physician  Education,  Pharmacology 


Acer.:,  vulaiive  h'tEDCASK 
Cost: 


Accumulative  Coutr; rot 
Cost: 


Accumulative  Supply 

Cost: 


FY-SO  MED  CAS  d  Cost: 


Periodic  Review  Result;;: 

(to  be  filled  in  by  DCI) 


Scuay  Objective:  ,j.Q  evajuaj0  the  impact  of  a  computer-based  drug-drug  interaction 
surveillance  program  on  adverse  drug  interactions.  We  intend  to  evaluate  the  computer 
program  MEDIPKOR  for  its  clinical  utility  in  detecting  drug  interactions  and  reducing 
the  frequency  of  adverse  drug  enactions,  and  its  impact  on  X  "'wears  prescribing  of 
multiple  drug  regimens. 

Technical  . A np-o.-u:!.-  I...-,!)  r>.»k  patiom:;  (roouivim*;  1 ;  Av.uIAu/.  wu.ly :  f 

WRAMC  v/ill  je  screened  for  potential  drug  interactions  utilising  the  i-D'-lDIPKCR  compute 
zed  drug  moaif-ming  program  Ana:.!. -.pad  at  Stanford  !iuLversify  Infers. ation  obtained  j  1 
provided  primary  physicians  to  assist  them  in  their  patient  care  and  to  educate  them  in  t. 
potential  problems  of  multiple  drug  regimens. 

Progress  during  FY-80:  syucjy  jU3t  began  and  results  of  pilot  show,  3  out  of  4  patients 
screened  to  date  had  potential  interactions. 


Lumber  of  subjects  to  bo  studied  before  completion  of  study:  50 _ _  ' 

korioi's/iinerpectod  side  effects  in  subject:;  participating  in  project:  V(J 

Conclusions.  \v oulcl  p*-  --diet  computer  assisted  seai'ch  will  i:-  -  mi  on  patient  cure  as  well 
as  physician  u-.-arsit .  •  o!  drt'.v  Ir.fcraelinn. 


O' J 


I 


i. \  ?!  j  C (■.  t.  Iih  V  .-.iT xv-  x  ioi:  f  • 


,.or.;  Unit  i:o.;  31.00 

runes  utilized,  F  Y  -  S  0  ;  None 

r  uruiin;  if:  e u u i r e inert t  s  ,  tf~  i -b  1  :  $3,000 


Personnel :  (name  and  grade) 


Eouir  •; a n t :  (desc 

Su  o  p .1  i  es  .  ( const* 

i’ravc  .1 :  (mission 

Other  :  ( e q u j . p m e r. 

nepr;  ires 


ribe  in  detail  .tncludin: 

MabJ.e,  anir-tai  purchase.) 

oriented,  training  and 

i:.  rentals,  contracts  fc: 
}  $3,500  -  Stanford  I  ■ 
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Clinical  Investigation  Program 
-  —  WRAMC  RESEARCH  ACTIVITIES 


Purpose  .  . 

Criteria  ,  „ 

Definitions  ......... 

Committees  ......... 

Clinical  Investigation  Committee  . 
Human  Use  Corsriictee  ...... 

Chief,  Clinical  Investigation  Servin';' 
Records  a  •  ■!  •Reports  .  ,  . 


Reports  to  Pharmaceutical  Companies 
Request  for  Ruuds  .  .  .  .  ... 

Informed  ;  o.;-,enC  >..... 
Research  Involving  Children.  .  .. 
Lou  Risk  .  i.cec.' Is  in  Adults  .  '  . 
Research  in  Pregnant  Women  Fetuses 
Research  .W:  easily  luficcted. 
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1.  PURPOSE, 
applicable  to 
care  fac  il  i 


This  regulation  prescribes 
Che  Clinical  Investigation 

'a  :  ”  liter  Reed  Army  Medic -l 


the  policies 
Program  with 


’  procedures 
the  patient 


2.  CRITERLA.  Clinical  investigation  activities  will  meet  the 
folio vinsr  cr'  :-:r  !a: 


a.  Tho  jb  j  e  r. >  ves  have  scientific  i«ri  -  .vtr’  ,-u.:  - 
att ri cable . 

b.  The  investigators  are  co.roet  av  t  to  per  r 
proposed  . 


c.  Resources  required  cor  the  proposed  studies  are  either 
available,  or  can  be  obtained,  and  are  proportionate  to  Che  merit  of 
Che  proposal... 


d.  The  studies  vill  not  have  a  deleterious  effect  upon  the  csre 
of  the  sick  and  vnunded . 
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e.  The  studies  are  performed  in  a  considered,  coordinated,  2nd 
professional  manner. 

f.  Whenever  feasible,  studies  should  be  initially  performed  in 
animal  models. 

g.  The  rights,  well-being,  and  dignity  of  human  subjects  are 
maintained  in  accordance  with  the  principles  of  the  Declaration  of 
Helsinki  of  the  World  Medical  Association,  and  that  written  consent  is 
obtained  when  indicated. 

h.  Any  research  involving  animals  will  conform  with  Ah  70-18  and 
the  Laboratory  Animal  Welfare  Act  (Public  Law  89-544;  7  USC  2131  et 
seq). 

i.  Assure  compliance  with  existent;  military  regulations  to  in¬ 
clude  AR  40-7,  Use  of  Investigational  Drugs  in  Humans;  AR  40— 37,  Radio¬ 
isotope  License  Program  (Human  Use);  AR  70—25,  Use  of  Vo Lunteers  as 
Subjects  of  Research;  and  WRAMC  Peg  40-10,  Health  Physics  Regulation; 

AR  40-38,  K-  '.veal  Servlets  Clinical  lav  '.stigntion  ?•*;<£ cam. 

j.  Thu  voluntary  ’consent  of  each  adult  human  nv'.-  'oct  it. 

essential.  Each  individual  who  initiates  or  directs  the  clinical 
investigation  has  a  personal  duty  and  responnibilit"  for  ascertaining 
the  quality  of  the  subject's  consent,  before  the  acceptance  of  the 
subject,  he  must  be  given  adequate  explanation.  He  oust  be  informed 
of  Che  nature.,  duration  and  purpose  of  the  study;  Che  methods  and 
means  by  vhi/ch  it  is  to  be  conducted;  all  inconveniences  and  means  by 
which  it  is  to  be  conducted;  all  inconveniences  and  hazards  reasonably 
to  be  expected;  and  the  effects  upon  his  health  or  person  which  m3y 
possibly  cos?  from  his  participation  in  the  study.  He  should  be  in¬ 
formed  of  a<  benefit;,  be  ray  acquire  from  putt  ici  •  *  on  ?n  the  study, 
and  if  there  should  be  no  benefits,  the  participant  • uculd  he  so  in¬ 
formed.  The  process  of  obtaining  voluntary  consent  rust  be  witnessed 
by  an  observer  who  is  not  a  coinvest ig.stor  on  the  research,  protocol. 
Written  consent  will  be  obtained  in  accordance  with  Che  format  out¬ 
lined  in  che  append-fx-  artd-  will  be -in  r.onmadical  language  that  is 
easily  understood  by  the  subject.  The  investigator  will  be  required 
to  maintain  copies  of  the  written  voluntary  consent  for  five  years 
following  completion  of  Che  study.  Copies  of  Che  consent  forms  for 
all  protocols  must  be  forwarded  to  Chief,  Clinical  Investigation 
Service,  within  one  month  of  entry  of  the  patient  onto  study.  The 
consent  form  must  include  the  patient's  printed  or  typed  name,  ad¬ 
dress,  and  social  security  number. 


k)  Children 
assent  (See  defir. 
tie n  in  studios  ■ 


older  than  age  seven 
Cion  section  for  del 
Additional!-.,  the  ?r 


unless 
n  i  t  o  n  o 


irscsoac 
a  i e  n  t. 


cared,  must 
•!  to  part  ici  pa- 
t he  on r ent  •  ■  r 


b  i  J 
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guardian  must:  be  secured  and  properly  witnessed*  /..?  effort  .should  be 
made  to.  secure  the  written  consent  of  the  child  utilizing  a  consent 
fora  written  at  his  age  level.  In  addition,  “instructions  to 
guardian"  nay  need  to  be  prepared  that  is  written  at  an  adult  level. 
Both  the  processes,  of  assent  and  securing  written  consent  should  La 
directed  toward  providing  the  patient  and  parent  (guardian)  the 
information  given  to  adult  volunteers,  i„e.,  Che  nature,  duration,  and 
purpose  of  the  study,  the  methods  and  means  by  which  it  is  r.o  be 
conducted,  etc.  '  *  . 

3,.  DEFINITIONS . 

a.  Clinical  investigation  under  this  program  consist.-,  of  the 

organized  scientific  inquiry,  both  in  hunans  and  a--  directly  related 
laboratory  work,  into  cl  ini.  :al  problems  of  significant  concern  in  the 
necessary  health  c.t  of  member?  of  '.bu  military  -'o -  r. unity,  '  5.  v  eluding 
active  duty  personnel,  dependents,  n.nd  retirees.  Clinical  investiga¬ 
tion  at  h'.dAMC  shall  include  pro  ;ee.C‘i  involving  U.TAKv  patier.tw^  in  .*•«•*• 
cigators,  ov  facilities ........  .  ’  .  .  '  . 

b.  Subjects  am  arty  versons  who  may  be  at  rial:  bcca.se  of  par¬ 
ticipation  as  an  object  of  clinical  investigation  by  members  of  the 
AMEDD  or  their  appointed  representatives.  These  re)'  include  in¬ 
patients,  outpatients,  OiV.ua  donors,  informants ,  or  norma L  individuals 
who  participate  in  studies  of  medical,  physiological ,  sociological ,  or 
psychological  orientation.  Selection  of  subjects  must  be  equitable. 

c.  At  risk:  A  person  is  "at  risk"  if  ho  /.-.hr  mr.y  ho  esc  r 

the  possibility,  o  .:  U  (ph/uionl ,  psycho’  cgi.-al ,  or  .  1  d. •,  ic  c  1 ,  .•  s 
a  consequence  of  activity  v'riicH  extends  beyond  use  or  established  and 
accepted  methods  necessary  Co  meet  his/her  needs.  Determination  or 
nature  and  extent  of  “at  risk"  is  a  natter  of  common  sense  and  pro¬ 
fessional  judgment.  In  mosc  cases,  utilization  of  someone's  time  (in¬ 
convenience)  will  constitute  "risk"  since  the  activity  is  not  an  ac¬ 
cepted  method  to  meat  che  parson’ s  needs.  Responsibility  for  this 
determination  resides  at  all  levels  of  institutional  and  depar t, mental 
review. 


d,  Ch i Id  ran :  Persons 
consent  to  general  medical 
jurisdiction  in  which  r:v;  - 


who  have  not  attained  che  legal  age  of 
care  as  determined  under  the  law  of  the 

os  e  is  to  bo  cnnduc  “  ::d  (DC  -  age  13) 


e.  Research:  A  formal  investigation  design-:. I  v  devo.lo 
contribute  to  general  i  cab  i_  knowledge.  This  may  in-.o'  v  diet 
pulaC  ions  ,  al  cerv;-:-  -  f  d  dy  rout  in-  :>r  '.r.v  r<-  nm-vr  , —  t ' 
record  :  ■’  •/  ’ 


p  or 

37  • 
onr,  ■■ 
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f.  Minimal  Risk  in  Ch  i  Ldren:  The  probability  ant!  .-.:ncrt  J.tude  of 
physical  or  psycho logical  harm  that  is  normally  encountered  in  the 
daily  lives,  or  in  the  routine  medical  or  psychological  examination  of. 
healthy  children.  Sxauioies  include  immunization,  modest  changes  in 
diet  or  schedule,  obtaining  blood  and  urine  specimens,  and  most 
behavioral,  research. 

g.  Assent •  A  child's  affirmative  agreement  to  participate  in 
research  which  can  only  be  given  following  an  explanation  appropriate 
to  the  level  of  understanding  of  the  child-  It  is  recognized  that 
"assent"  may  have  no  legal  status  and  a ay  be  difficult  to  obtain  in- 
young'  children;  nevertheless,  some  sort  of  opportunity  should  be 
offered  the  child  Co  agree  to  participate.  (Ref  Federal  Register 
43:2034-2114,  Tan  13,  1973,  and  43:31783-31794,  Jui  21,  1978.) 

4.  COMMITTboS:  The  following  committees  will  be  appointed,  Ac  the 
option  of  the  Chairman,  the  Clinical  Investigation  Committee  and  the 
Human  Use  Committee  will  meet  cither  separately  or  simultaneously. 

a.  Clinical.  Investigation  Committee:  To  review  nil  clinical 
investigat  i:‘.  p-  _-o3o  Is  for  scientific  adequacy  and  ic  establish 
priorities  So--  pporl.  for  the  purpose  of  recommending  new  drugs 
which  have  r.  be.  r.- leased  by  the  Food  and  Drug  Administration,  the- 

Committee  wiLl  serve  also  as  the  Therapeutic  agents  Board  (para  126, 

AR  40-2).  This  committee  will  be  composed  of  a  representative  from 


of  the 

following : 

Director.  Medical 

Education  (Chairman) 

Chief, 

Clinical  Investigation  Servi 

ce  (Secretary) 

Chief, 

Department 

of  Medicine 

Rotatio 

ig  Service 

Chief  from  Department  of  Medicine 

Ch ief , 

Depar.tm.en  t 

of  Surgery 

Rotatio 

"v  2  21'  '!  ('  *-i 

,'h i  a  f  fro.*-  Depart 

cat  .  b.-.i 

Chief* 

I)..  .iCii  L 

of  Pathology 

Chief, 

Do  pavement 

of  Radiology 

Chief, 

Depart, ,ient 

of  Pediatrics 

Chief, 

Department 

of  Psychiatry 

-  - 

Chief , 

Department 

of  Obstetrics  and 

Gynecology 

Commander,  USA  Dental  Activities  (DEb’TAC) 

Director,  WRAIR 

Chief,  h'uclear  Medicine  Service 
Chief,  Health  Physics 
Chief,  Pharmacy  Service 

Direccor,  Patient  Administration  Directorate 
Chief,  >!'u*rsing  Research  Service 
Assistant  Chief,  Clinical  Invest  icai.  ion  Service 
A  rotating  senior  clinical  investigator  (list  to  be  established 
by  Chief,  Clinical  Investigation  Service.) 
Represent;'*  (U.-L'!iS) 
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The  attendance  on  each  member  will  be  recorded  in  the  minutes. 

b.  Human  Use  Committee:  To  review  for  medical  safety  and 
suitability  all  clinical  investigation  protocols  involving  the  use  of 
human  subjects.  This  committee  will  be  composed  of  a  representative 
from  each  of  the  following: 

Director,  Medical  Education  (Chairman) 

Chief',  Clinical  Investigation  Service  (secretary) 

Chief,  Department  of  Clinical  Pastoral  Service  .1.  — 

A  Legal  Counsel  • 

Chief,  Department  all  Nursing 

Chief,  Department  of  Psychiatry 

Chief,  Department  of  Obstetrics  anti  Gynecology 

Chief,  Nuclear  Medicine  Service 

Command  Sergeant  Major 

Dir  pc *  Human  Resources  Directorate 

CDR,  :J:,A  Dental  Activities  (DENTAC) 

Clinic-:!  Pharmacist-,  Hematology-Ocico’ ogy  Service  •  _  ■ 

Assistant  Chief,  Clinical  Investigation  e  evict.- 
Patieat-Jr  rights  representative 

Sepr-  .acativ-i  (f/L'JHS; 

Director,  Patient  Administration  Directorate 

A  rotating  senior  clinical  investigator  (list  to  a  established 

by  Chief,  Clinical  Investigation  Service) 

The  Attendance  of  each  member  will  be  recorded  in  the  minutes. 


c .  Radioactive  Drug  de-search  Committee  ( RDRC )  r  fo  review  all 
research  protocols  using  radioactive  drugs  in  human  subjects,  and  to 
insure  Char,  such  protocols  are  in  compliance  with  tie**  lode  v"  f~  :er-. 
Regulation  •  Title  *. :  ,  Clip  I,  -  :rt  351.  (•  \  t.  refcoco.  •  utilir’ug 
radioactive  drugs  will  include  radiologic  assessment  1  . c a ,  os  an 
appendix  to  the  protocol,  including  name  of  Che  rad  i  o:u>c  l  ids ,  presence 
of  any  contaminants,  maximum  dose  to  be  administered,  radiation  absor- 
bed  doses  to  whole  body  and  other  organs  accumulating  the  isotope, 
dosage  from  any  X-ray  procedures  Chat  are  part  of  the  research  studv, 
and  any  limitation  regarding  patient  population  due  to  sex  and  are.  A 
report  will  be  made  by  Che  3DRC  to  Che  Clinical  Investigation  Commit¬ 
tee  regarding  each  radioactive  drug  protocol  in  humans.  In  addition, 
the  Committee  will  be  responsible  for  preparing  the  annual  report  on 
research  use  of  a  radioactive  drug  to  the  PDA.  This  Committee  will  be 


composed  of  at  lga3t  five  individuals, 
cine  Service;  Chief,  Health  Physics;  C 


including  Chief,  Nuclear  v  a  1  \  - 
Clinical  Investigation 


Service;  Nuc  1-ear  M-»d  ic ins  S: 


Therapy  Service, 


K  Jam  -..try 
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The  P.ERC  will  select  a  chairman,  who  will  sign  all  npnl  ications , 
minutes,  and  reports  of  the  Co-rti-.n  ttee  as  wall  as  a  secretary.  Tna 
ROKC  will  meet  at  least  quarterly.  A  quorum  consisting  of  a  majority 
of  the  membership  must  be  present,  with  attendance  of  at  least  indivi¬ 
duals  who  are  specialists  in  nuclear  medicine,  radioactive  drug  formu¬ 
lation,  and  radiation  safety  and  dosimetry.  Minutes  will  he  kept* 
including  numerical  results  on  voting.  Mo  member  shall  vote  on  3 
protocol  in  which  he  is  an  investigator.  The  RORC  will  submit  an 
annual  report  to  the  FDA  prior  Co  31  January  of  each  year. 

The  investigator  must  submit  a  report  (Appendix  C)  and  a  copy  of  the 
signed  consent  form  to  the  RDRO  within  .15  days  from  the  date  of  adml-. 
niscracion  of  the  isotope.  ** 

d.  Functions  of  the  Committees :  slither  the  Clia:-..;al  Investiga  ¬ 
tion  Committee  or  Human  Csc  Cosusittee  can  terminate  any  invest igaciou 
or  place  restrictions  on.  a  study  at  any  time  the  Comm'. ■  became 

concerned  about  the  scientific  merit  of  ;he  study  or  adequacy  of 
protection  of  human  subjects.  The  Chief,  Clinical  Inver "isat ion 
Servi-o  can  order  a  cessation  of  activity  in  any  study  -  -.nding  ar 
evaluation  of  the  r J.rcumr.*ances . 

5.  CLINICAL  I.i'/sSTIGATICd  CO'Qi I.TTdE:  hue  Clinical-  Investigation 
Committee  will  meet  once  montnly,  usually  on  the  fourth  ’’uesday  at 
1400  hour3 .  Special  meec’-igs  can  be  ca!  nd  at  any  time,  either  upon 
request  of  the  Commander,  Chief,  Clinical  Investigation  Service,  or  bv 
written  request  of  three  Committee  members.  The.  Commit  Ice  will  review 
all  new  research  p.oposais,  either  involving  WRAMC  patients,  investi¬ 
gators,  or  facilities.  T  cir  review  of  proposals  will  address  in 
particular  scientific  design,  merit  and  funding.  Departmental  chair¬ 
man  will  not  vote  on  protocols  from  their  own  department,  nor  will  any 
member  vote  on  any  proCoco  1  in  vVch  he  is  a  co invest  '-r.  •  .-r.  V - J.  ••• 
tally,  Che  Come:  1  ....  .lit  review  r  pp.ro  vo  :  and  ouguini,  rc.-.e-Mch.  Each 
project  will  be  reviewed  at  least  once  yearly,  at  Che  crimination  of 
the  research  and  vhenevei  there  is  a  change  either  in  ch0  goals  or  the 
procedures  or  drugs  used  in  human  subjects,  or  deviation  from  the 
'?  proved  protocol.  Adverse  reactions  to  investigational  drugs  or 
procedures  will  be  promptly  reported  to  the  Committee.  The  Commictee 
-ill  make  reco.-cmendaeions  to  the  Commander.  Two-thirds  of  the 
embership  in  attendance  will • constitute  a  majority.  A  majority  is 
-icessary  for  protocol  approval.  A  majoricy  of  the  Committee  will 
: 3r.se itute  a  quorum  and  will  include  at  least  three  physicians  and 
.hrcc  nonphys ic ians.  There  will  be  no  proxy  voting.  Investigators 
-111  be  informed  within  one.  week  of  the  meeting  in  ;■  g  of  che 

:  orova  1 /d  isappro  va  l  of  cl  e  project  and  reasons  cor  •>;'  ’ring,  .  I 
is. np proved  protocol  oust  ue  resubmitted  for  approval,  "he  Committee 
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cay  elec:  Co  approve  a  study  with  the  addition  of  certain  minor 
restraincs/raod i f ications .  The  Co-.wiandes'  will  h.svc  th-_-  right  to 
disapprove  any  protocol  on  the  grounds  of  being  unsuitable  for 
implementation  at  W2AHC  but  cannot  overrule  the  disapproval  of  the 
Conoittee.  Appendix  D  outlines  the  administrative  methods  by  which 
primary  and  secondary  review  of  protocols  and  review  of  annual 
progress  reports  will  be  achieved. 


6.  HUMAN  USE  COMMITTEE:  The  Human  Use  Committee  will  meet  once 
monthly,  usually  oci  the  fourth  Tuesday  either  concurrently  or  with  the 
Cliaical  Investigation  Committee  following  the  Clinical  Investigation 
Cocmittes  meeting.  Special  meetings  can  be  called  at  any  time,  either 
upon  request  of  the  Commander,  Chief,  Clinical  Investigation  Service, 
or  by  written  request  of  three  Commit  ten  member--;.  The  Committee  wil: 
review  alL  new  research  proposals  in  which  human  subjects  are.  used. 
Their  review  of  proposals  will  address  in  particular,  the  protection 
of  human  research  subjects.  Periodically,  at  least  once  yearly,  the 
Committee  will  review  approved  and  ongoing  investigational  studies  in- 


which  humans  era  used.  Each  project  will  be 


;  awed 


re: 
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yearly  and  whu::-::ver  •bore  i.»  a  change  in  i:he  go.: Is  or  the  procedures 
or  drugs  used  in  human  subjects.  The  Committee  will  V e .rcco.rm - t z - 

tioru  to  the  .sunder.  Two  thirds  o>:  the  memliorsii  if.  a  .-.I*  ton;  dance 

'.11  constitute  a  majority.  A  majority  is  necessary  for  protocol 
approval .  A  majority  of  Che  Committee  will  constitute  a  quorum  and 
uiH  include  at  lease  clues  physicians  auc!  three  rtonnbysicians .  The 
Commander  will  have  the  right  to  disapprove  any  protocol  on  Che 
zrounds  of  being  un.-uitabl  •>  for  implementation  c  MR  A but  cannot 
overrule  the  dir.app;  oval  of  the  Tam  ait ten .  Tiu'..  u  will  *>«  r.o  proxy- 
voting. 


CHIEE,  CLINICAL  INVESTIGATION  SERVICE. 


a.  Shall  .  u.  L  •-.  .-ere  ...<■■/ ecu  order  .  '  «:u  v:  ..1 

jum.mariae  Che  .1  scus-s  ion  o--.  issu--:.  ?.s  ards  j:  .nsti  v-r  '■  n-.-jl  review 
jeard  's  activities.  ill  be  retained  indefinitely. 


b.  Can  terminate  any  project  at  any  time  (landinv  Clinical  Ir.ves 
ligation  Committee  and  human  Use  Commit  cue  review. 

c.  Will  be  the  contact  with  the  Commander  to  assesss  availabi- 
ity  of  resources  to  support  projects  and  will  manage  those  resources 
ith  guidance  from  Corn-suttees  and  Commander. 

d.  Wilt  keep  the  Commander  ",n.l  Committees  ’’nfor-er!  of  Che  con- 
inuing  change-  1 ’  Td  re.j-.iir  .-  :cnc 

e.  Will  su  por 
':a  Committee  and  '.'umun 
.opsr:  staff 

?  g  u  1  a  C  L  0  a  3  . 
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f.  Will  rd-ise  Che  Clinical  Investigation  Comnirtee  re?,-2t  dint; 
alternatives  i £  priorities  toe  support  need  to  be  established. 


8.  RECORDS  AMD  REPORTS . 

a.  Initial  Protocol.  Requests  for  initiating  research  nrojects 
will  be  submitted  in  one  copy  to  the  Commander,  Walter  Reed  Array  Medi¬ 
cal  Center,  ATTN:  Chief,  Clinical  Investigation  Service.  This  will  he 
submitted  by  the  principal  investigator  through  Che  chief  of  the  res¬ 
pective  service  and  department,  and  prepared  as  described  in  Appendix 
A.  Protocols  which  do  not  conform  to  Appendix  A  will  not  be  accepted 
by  the.  Chief,  Clinical  Investigation  Service.  Frequent  deficiencies 
in  protocols. include  omission  of.an  impact  statement,  failure  to  state 
the  time  required  to  complete  the  project,  .failure  to  include  budget 
information,  and  failure  to  include  signatures  of  the  respective  chief 
of  service  and  department.  When  radiological,  laboratory,  or  nursing 
support  is  required,  the  principal  investigator  should  have  obtained 
the  concurrence  of  the  appropriate  chief  of  service  prior  to  submis¬ 
sion  to  the  Clinical  Ir.vas f. i.gat i.on  Committee.  The' chief  of  the 
department  proposing  the  study  will  provide  an  indorsement  t'ri3t  the 
proposal  con  for:  is  to  the  criteria  described  in  paragraph  2  above.  To 
be  placed  on  r>e  agenda  for  the.  monthly  committee,  meeting,  the  re¬ 
search-  protocol  must  be  received  by  the  25 ch  of  the  month  preceding 
the  meeting  .  Protocols  -  will,  bo  distributed  to  the  re  mittee  member:.  " 
at  least  one  week  prior  to  the  meeting,  with  appropriate  agenda. 

Under  no  circus-  Caucus  will  a  project  require  greater  than  three  y->  <•  r? 
to  complete.  If  more  than  three  years  are  needed,  submission  of  a  new 
protocol  will  bo  required. 


b.  Addenda  to  Initial  Protocols.,  Wherever  then.;  is  .%  change 
either  in  the  goals  or  the  procedures  or  drugs  used  ir  human  subject 
the  investigator  will  submit  an  addendum  to  the  Commander  thru  the 
chief  of  eh<?  resoectiv*  service  and  department,  and  Chief,  Clinical 
Investigatio  n  So  -',  i *■ . -. ,  If  necessary,  r.h  v  Commit'.-..--  v  11  review 
addendum  as  a  new  research  proposal. 


c.  Annual  Progress  Resorts:  Annual  progress  reports  will  be 
prepared  cor  each  approved  project  as  prescribed  by  A?.  40-33,  Clinical 
Investigation  Program  and'wilt  be  subrriccsd—  to-Cl irrical  Investigation 
Service  prior  to  15  August  of  e3ch  year  until  the  investigation  is 
completed.  See  Appendix  8.  Accurate  preparation  of  budgetary  dat3 
and/or  documentation  of  abstracts  or  pub  1 icat ions  is  essential. 

Failure  to  submit  an  annual  progress  report  will  result  in  termination 
of  the  project  and  withdrawal  of  the  principal  investigator’s  privi¬ 
lege  to  function  as  a  principal  investigator  in  any  project. 


c 

o 


d.  Interim  Reports.  Interim  reports  must  be  submitted  at  a 
e  when  important  development,  adversities  or  other  c ir-cvms tanc 
vr  which  should  be  brought  Co  the  attention  of  higher  leadquar 
particular  ,  r.~cr  '.m  reports  rust  be  submitted  v:  ..nexsec.  rod 

chs  or  '  -  ring  :  h  e  ....  :  uv.-. 
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development.  They  will  be  considered  by  the  Chief,  Clinical  Investi¬ 
gation  Service,  who  nay  elect  to  suspend  work  on  the  investigation 
until  the  Co-maitcee  has  an  opportunity  to  meet. 

e.  Final  Reports.  Final  reports  are  required  upon  completion  or 
termination  o£  a  specific  research  effort.  The  report  trill  include  a 
summary  of  all  work  performed,  results  obtained,  Cage the  v  with  c  ooi.es 
of  all  public<*.tions ,  whether  printed,  in  press  or  submit  red  for  publi¬ 
cation.  Inclusion  of  references  to  previous  progress  r  ;  .rts  is  no¬ 
tional.  If  the  project  is  terminated  prior  to  completin'!,  the  reason:, 
for  termination  should  be  reported .  Reoort  is  due  wit*-.  ;.n  30  davs 
following  completion  or  termination  of  effort. 

f.  Special  Therapeutic  or  Diagnose. ir.  Procedures .  Any  spec; si 
therapeutic  or  diagnostic  procedures  or  any  new,  hazardous,  or  other¬ 
wise  noteworthy  therapeutic  or  diagnostic  measures  will,  be  recorded  in 
Space  24  of  '  -  Form  *1-2  74,  Clinical  Record  Cover  Short  -r  T.-rpa  i:  iant'  .. 

g.  All  r  vports  wit  I.  he  forward  ;d  to  the  Clini;  1  7.  •ertlg.-t.icn 

Service  .folio. •:  ng  review  by  the  vtppvoo  vinca  chie:  o-.  sev.-icc;  and 
department,  "’ho  Clinical  Invest  ignt  ion  Service  will  schedule  pro-er— 
Cations  to  Clue  appropriate  hospital  re  view  cor.'...a.'v..;cvr, .  a  Hu  win n 

review  by  the  Commander  of  committee  reoorcs  the  Clinical  Investiga¬ 
tion  Service  will  insure  that  reports  arc  forwarded  to  •„**.■»  Surgeon 

Cer.eral  as  required  by  \R  40-38.- 

h.  Radio  act  iv-s  3  rug  Protocols  Iw/jIv  (ng  Admin  is '  '-lor:  of 
Radioactive  Drugs  to  Humans .  The  invent  igator  must  s-.  it  a  reoirt 
(Appendix  Cl  and  a  copy  o:  the  signed  consent  form  l  J  'J  m  uOIotK  ■_  ..V3, 
Drug  Research  Committee  (R9RC)  within  15  days  from  administration  of 
Che  isotope.. 

i.  Volu'.it-.er  Agreements,  Coo  in"  of  volunteer  v  .  erne  it  *  f.  '• 

protocols  must  be  fcirwjrde!  to  On  ief ,  .'ti.ni~.aL  I  :i  v..-  - :  -i  i  nn  -“evirt-. 

within  one  month  of  entry  or  che  paciuur  onto  study.  *”ie  consent  for.,: 
must  include  the*  patient’s  printed  or  typed  name,  addr-ss,  and  social 
security  number  (see  Appendix  A). 

3.  REPORTS  TO  PHARMACEUTICAL  COMPANIES.  For  orocuremen t  of  investi¬ 
gational  drugs  which  have  not  yet  been  released  by  the  Food  and  Drug 
Administration,  detailed  reports  co  the  druv  company  are  required  bv 
FOA  (Form  FO  1573).  The  reports  are  the  responsibility  of  che 
principal  investigator ,  and  are  a  matter  of  direct  communication 
between  him'  .«••  *  I.  -  Jr-  -  c  ;  ,ny 
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9.  REQUEST  FOR  FUNDS.  Requests  for  funds  to  support  the  clinical 
investigation  program  are  presented  to  the  Center  Command  annual ly 
during  the  month  of  March. 

a.  Projects  requiring  refunding  iri  the  amount  of  $L,000  or  more 
are  submitted  each  year  prior  to  1  March  in  the  format  of  Appendix  A 
for  consideration.  Projects  requiring  substantial  increases  (>  20% 
increase)  in  funding  must  undergo  review  by  the  Committee  before 
funding  will  bo  approved. 

b.  New  proposals  which  require  funds  may  be  submitted  at  any 

time.  Approval,  of  funding  is  dependent  upon  availability  of  local. 
Health  Services  Command  or  Surgeon  General  resources.  Format  Appendix. 
A.  . 

10.  INFORMED  CONSENT. 

a .  Patient  Consent.  The  utilization  of  drugs  ng  procedures 

vh  :  ;  have  p  '■  t  hr ->n  accepted  or  established  by  common  use-  require. 
Ch.v  patient’  consent.  The  patient  must  ho  mi  formed,  i .  e . ,  his/her 
consent  nus"  bo  based  upon  his/her  having  knowledge  o£  C he  experimen¬ 
tal  nature,  pu-.p<;  and  poneibl-i  hazards .  The  consent  should  fsr*  in 
writing,  except  as  provided  in  paragraph  7b,  AR  40-7,  or  if;  the 
patient  is  a  child  (see  11).  The  consent  form  must  be  witnessed  by 
someone  other  than  an  investigator  on  the  project.  Copies  of  the 
written  voluntary  consent  will  be  maintained  by  the  principal  investi¬ 
gator  for  five  years  after  termination  of  the  study  and  will  be  for¬ 
warded  to  ch-::  Chief,  Clinical  Investigation  Service,,  within  20  days  of. 
entry  of  Che  patient  onto  study. 

b.  Human  Volunteer.  Investigative  studies  in  which  drugs  are 

employed  arc  ■■■•eject  to,  a.  i  mu- •;  cr.  >  with  '  %  Use  of  Investi¬ 

gational  Drug',  and/or  AR  70-25,  Use  of  Vo  1  unto.-  rj  as  Sub.,  toe  of 

Research  iu  i  Id  it  ion  to  AR  40-38. 

11.  RESEARCH  It! 70 1.7 INC  CHILDREN. 

a.  In  general,  research  in  children  will  not  be  undertaker, 
unless  appropriate  studies  have  first  beer,  undertaken  in  animals, 
adults,  or  older  children.  If  the  project  is  minimal  risk,  it  may  be 
undertaken  if  the  Clinical  Investigation  Committee  and  Human  Use 
Committee  have  approved  the  protocol,  the  assent  of  the  child  capable 
o:  understanding  is  obtained  (possibly  in  writing),  and  written  per¬ 
mission  c£  r  >  i  re  at  o'  f.ardi-m  is  secured 
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b.  If  the  project  is  sore  than  ainicsal  risk,  research  chat  has 
potential  direct  benefit:  to  the  child,  nay  be  undertaken  if  the 
Clinical  Investigation  Committee,  Human  Use  Committee,  and  the  Office 
of  the  Surgeon  General  have  approved  Che  protocol,  considering  that 
the  risk  is  justified  by  the  anticipated  benefit,  that  the  risk  bene¬ 
fit  ratio  is  at  least  as  favorable  as  that  presented  by  alternative 
approaches,  the  assent  of  the  child  capable  of  understanding  is  ob-  ‘ 
tained  (possibly  in  writing),  an;*  written  permission  of  the  parent  or 
guardian  is  secured. 

c .  If  the  project  is  more  than  minimal  risk  and  of  no  direct: 
benefit  for  subjects,  the  research  may  be  undertaken  if  the  Clinical 
Investigation  Committee,  Human  Use  Committee,  and  the  Office  of  the 
Surgeon  General  have  approved  tlv.-  protocol,  that  the  pcoced ;re  pre¬ 
sents  experiences  commensurate  with  those  inherent  in  their  actual 
medical  situation  and  is  likely  to  yield  general izable  knowledge  abaci: 
the  subject'  s  condition,  the  knowledge  in  ,■£  vital  importance,  the 
assent  of  the  child  capable  of  understanding  (pt-.es i fcty  in  writing)  $> 
obtained,,  ■■.•id  written  pecrW.su loa.  of  the  parent  or  gu.-t  \~an  .  r  secured . 

d~  A/panaix  A  includes  the  •.ppropriatu*  wi  unteer  agrocre:- '  for 
proto. wts  involving  research  in  children.  On  the-  opposite  side  must 

be  "instructions  to  guardian"  and  if  the  project  is  directed  at  child¬ 
ren  capable  of  und  vr standing  writ  wi»  •  instcuatiuns  ,  th'-re  must  be 
"instructions  to  patient"  written  at  a  level  comprehensible  by  the 
average  aged  participant  in.  the  project. 

e.  Thu  Hunan  Us 3  Com.  .it fee  /ill  periodically  mo  : l tor  the  proc-.-r.  v 
of  assent  and  permission  in  research  involving  children! 

12.  I.  CO  PROTOCOLS  r  ,\DULT8.  a  protocol  :r-  Which  there  is  a 

miaic.'Mi  ,>:>  -;ibil  i:./  _•  .  i.  ;  ry  to  be  s  ;  ■;  righ  3  at  •• 

result  of  the  study.  The  tudy  m  .y  riot  involve  -,n  inve'scigat  Lanai 
drug  or  device  and  may  involve  Only  human  subjects  who  '  given 

fully  informed  consent.  That  is,  the  study  may  not  ;:v„  subjects 

who  are  minors,  prisoners,  institutionalized  mental  rv~  ■  -ed  or 
mentally  disabled.  The  study  also  may  not  include  •.  objects  te.-nocra-- 
rily  mentally  disturbed  by  reasons  of  unconsciousness  or  coma.  Low 
risk  protocols  may  be  undertaken  after  local  approval  by  the  Clinical 
Investigation  Committee  and  Human  Use  Cornmittee.  These  protocols  will 
continue  to  be  forwarded  to  the  Human  Use  Review  Office,  who  will 
notify  the  Chief,  Clinical  Investigation  Service,  immediately  if  there 
is  any  difficulty  with  either  the  protocol  or  Che  assessment  of  level 
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a)  Collection  and  analysis  of  additional  snail  amounts  of  cere¬ 
brospinal  fluid,  amniotic  fluid  and  venous  or  arterial  blood  when 
taken  in  conjunction  with  specimens  of  these  fluids  which  are  Co  he 
drawn  for  accepted  clinical  indications  and  do  not  require  another 
puncture  to  obtain  the  additional  amounts  of  these  fluids  for  investi¬ 
gational  purposes. 

b)  Analysis  of  hair  and  nail  clippings  collected  Lr>  a  rood!.? fi¬ 
guring  manner  the  analysis  of  deciduous  teeth. 

c)  Collection  for  analysis  of  excreta  and  external  secretions 

including  feces,  urine,  sweat,  saliva,  cerumen  and  tears  or  swab 
culture  specimens  of  body  orifices,  placenta  expelled  at  delivery,, 
umbilical  cord  blood  after  t h a  cord  is  clamped  at  delivery,  and 
amniotic  fluid  ac  the  tiaa  of  artificial  rupture  of  the  membranes 
prior  to  or  during  delivery.  > 

d)  Recording  of  data  by  physical  sensors  applies  either 

superficially  me  at  a  ii  :  arid  whe  n  do  aw.  invar-.-  •  j igni £  ...-.a;. ^ 

input  of  energy  into  rha  sub  ;  :.:':.  Such  procedures  inc'.  ••>•!<?»  but  are 
r.ot  necessarily  limited  to  weighing,  n l  vatrocarc!  iocra:  - ,  electromyo¬ 
graphy  and  of  naturally  occurring  radioact’  ••  .y,  electroen¬ 

cephalogram,  thermography,  diagnostic  echography  and  el ectroret ino- 
graphy,  caliper  Measure  of  anthropomorphic  character!.-'  les  snd 
detection  of  naturally  occurring  radioactivity. 

e)  Sloci:.  dr-ewiaq  or  quantities  of  blood  less  tnan  20  c::/5  weeks 
from  adult  subjects  in  who. a  their  under  lying  medical  condition  Is  not 
known  to  be  associated  with  anemia.  These  patients  need  not  have  a 
hematocrit  done  before  obtaining  the  blood  specimens. 

f)  Bio  '>  d'.-.iv/ or.  qunnti  : ias  of  blood  loss  thr  ■  •♦31:  :;h  •.  uek.-: 

or  12”  of  the  estimated  blood  volume,  7%  of  the  body  weight,  whichever 


is  less; 


fro;.;  subjects  who  are  not  anemic. 


{ Anemia 


hematocrit  4.  40  for  ma  lea  ,--<  35-  c  err  fesM-re-and"  a  reticulocyte  counc> 
1.5*1).  If  quantities  of  blood  >  20  cc/5  weeks  are  to  be  obtained,  the 


»  •  ^  ijunr.t,  ^  w  —  t; .  %  ~  t:  u  -ii.c:  j  5  L*. 

protocol  must  state  that  a  hematocrit  and  reticulocyte  count  be  ob¬ 
tained  in  patients  prior  to  entry  onto  study  and  be  not  anemic. 

e)  Studies  involving  generally  accepted,  medically  indicated 
diagnostic  or  therapeutic  procedures  or  comparisons  of  ..wo  c*  mere 
.-er.erclly  accepted  alternative  procedures. 


h)  h’onrstrti-: 


J  :  it  i-.na  !  :.-;al 


»ur- tea  .  ir.a  in  • 
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i)  Collection  of  both  supra-  and  subgingival  plaque,  provided  the 
procedure  is  no  more  invasive  than  routine  prophylactic  scaling  of  the- 
teeth  and  the  process. is  accomplished  in  accordance  with  accepted 
prophylactic  techniques. 

j)  Voice  recordings  made  for  research  purposes  such  as  . 
investigations  or  speech  deficits. 

k)  I-, 'ado rate  exercise  by  healthy  volunteers. 

l)  Tha  U3e  o f  -survey  research  instruments  (in-  vie«-.?  or 

questionnaires)  and  psychological  tests,  interviews  and  .  ,-e.dureri 
that  are  part  of  Che  standard  battery  of  assessments  used  bv 
psychologists  in  diagnostic  studies  and  irt  the  evaluation  of.  judg¬ 
mental*  perceptual,  learning  and  psycho  mo  ter  proc-.^ses,  provided  that 
the  subjects  are  normal  volunteers  and  that  the  c,.Ca  will  be  gathered 
anonymously  or  that  confidentiality  will  be  protected  by -procedures 
appropriate  Co  the  sensitivity  of  the  data.  - 


n)  -,v,»  evajLtiatioft  projects  that  mlv*  no  -  era  requ 

the  aubji cts  participating  in  the  program  and  the:  will  not 
the  suV  :ct\.  ’.a  the  progvirr. 


n)  Moninvasive  pulmonary  function  testing  such  as  Chut  not 
limited  to)  spirometry  cad  p lothsy a mograahy . 

o)  Collection  and  analysis  of  small  amounts  of  internal  s?' ra¬ 
tions  s-  h  as  gastric  contents  and  pulacoary  asni  c  :tes  '-r.se  cc  -cti.sr. 
of  the";  accretion'',  do -o  not  involve  the  ■> lucerne:  -  of  either  a  -co 
trie  tube  or  endotracheal  suction  tube  solely  for  obtaining  specimens 
for  research  purposes. 

p)  .:!,r  y  :nr-J  tags  o  .  -i  i  t 
video  ‘ind  the  like,  vhscher  the 

13.  Research  in  Pregnant  Women  Fetuses  —  shall  conform  to  the 
r equi r even t s  of  i.Vft  46.7.05  46.203. 

A.  Ceneral  limitations. 

1.  No  activity  to  which  this  subpart  is  applicable  may  be  under¬ 
taken  unless: 

a)  Appropriate  studies  or.  animals  and  nonpre^nant  individuals 


xoept 


Hirpc 


V.'S  70-1 
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c)  i  :kJ  I  v  i  /!'j  a  l  s  cp.  2-1  rod  in  tho  .lccivicy  will  have  no  pare  in: 
(i)  Any  decisions  as  to  the  timing,  method,  and  nrocadures  used  to 
terminate  the  pregnancy,  and  (Li)  determining  the  viability  of  Che 
fetus  at  the  termination  of  the  pregnancy;  and 


d)  Ho  procedural  changes  which  raay  cause  greater  tnan  minimal 
risk  to  the  fetus  or  the  pregnant  woman  will  be  introduced  into  the 
procedure  for  terminating  the  pregnancy  solely  in  the  interest,  of  the  • 
activity. 

2.  No  inducements ,  monetary  or  otherwise,  may  bo  offered  to 
terminate  pregnancy  for  purposes  of  Che  activity. 

.3.  Activities  directed  Coward  pregnant;  women  as  ?  'bjeefs. 


a)  No  pregnant  woman  may  be  involved  as  a  subj 
covered  by  this  subparr,  unless:  (1)  The  purpose  of 
meet  the  health  needs  of  the  mother  and  the  fetus  wi 
risk  only  Co  the  n  I  n'.r.um  extent  necessary  Co  meat 
the  risk  t'*  the  fetus  is  minimal. 


co  '.  in  an  activity 
the  activity  is  to 
!"L  pi  5 r  fd d  aL 

;ci.  needs,  os  (2) 


b)  A.:i  activity  permitted  under  paragraph 
be  conduct'.-  !  only  i.f:  tho  moth  and  rather  are 
have  given  choir  in  faceted  consent  after  having 
regarding  possible  impact  on  the  fetus,  except 
formed  cons-.,  ut  nea-<!  not  be  secured  if: 


(a)  of:  this  suction  may 
lez"  J./  V.T.pdt  " 

been  fully  informed 
that  the  father’s  in- 


1) 


■  rporre  o: 


tr. 


-jcSr  tcv  is 


-  see1 


ties'1  i: h  reeds 


of  the  cot hue; 


2  i 

ascertained ; 


Hi:;  identity  or  whereabouts  cannot  reasonably  be 


4. 


not  re.’-.onuoiy  ■  ■  ■.  tc-j-e; 
pregnancy  resulted  from  rip. 


C.  Activities  directed  toward"  fetuses  in  ut<;«  as  subjects. 


1.  No  fetus  in  utsro  may  be  involved  as  a  subject  in  any 
activity  covered  by  chis  subpart  unless: 


a)  The  purpose  of  the  activity  is  to  meet  Che  health  needs  of 
:h?  particular  fetus  and  the  fetus  will  be  placed  at  risk  only  to  the 

minimum  ext.vt  ;!-"C»ssarv  to  meet  sue'-  •eel.  .  o" 


) 


»A  I  U  ~  i 
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b)  The  risk  co  Che  fetus  imposed  by  Che  research  is  minioal. 
and  Che  purpose  of  Che  activicy  is  the  development  of  important 
biomedical  knowledge  which  cannoc  be  obr.ainad  by  other  means. 


2.  An  activity  permitted ' under  paragraph  CD  of  this  section  uay 
be  conducted  only  if  the  mother  and  father  are  legally  competent  and 
have  given  their  informed  content,  except  that:  cite  father 'a  consent 
need  not  be  secured  if: 


a;  Kis  idea 
ascertained, # 


ity  or  whereabouts  cannot  csr.s 


b)  St  is  not  reasonably  available, 

c)  The  pregnancy  resulted  from,  rape . 


D-  Act  •  viti.es  dlr-.'cfcd  toward  fetuses  ex  ,.cro,  * nclud i:.?, 
ncnviablo  f  ••sun.  a  subjects. 

1.  Until  it  has  been  ascertained  whs  the-:  or  cot  c  f  •*>•:::;  .-re  ut-.ro 
is  viable,  -i  fetus  ca.  c-tero  «a/  not  c-  •  in '-o',  vac  as  \  subject  £r:  art 

activicy  covered  by  this  subpart  unless: 

a)  There  will  be  no  added  risk  to  the  fetus  resulting  frcr,-, 

the  activity,  and  the  purpose  of  the  activicy  is  the  development  of 
important  b  •  omer.lcal  ■ .  ledge  .hic'n  nt.im.':  obt..r;d  by  c  ..her 

cear.3,  or  - 

b)  The  purpose  of  the  activicy  i s  to  enhance  Che  possibility 
of  survival  of  the  particular  fetus  to  the  point  or  vr  ‘  nbi.  1 :  ty . 

(c)  do  non-/ tub  La  fetus  may  be  r,vo'  .<?  :  reejact  i.;  jr 
activicy  ccvtrsd  by  Chi:-  ijbpjsz  unle  : 

(1)  Vital  function:  of  the  fetus  -.'Ll  be  artif  i  ciclly 

maintained , 

(2)  Experimental  activities  which  of  themselves  would 
the  heartbeat  or  respiration  of  the  fetus  will  not  be 
and 

(3)  The  purpose  of  the  activity  is  the  development  of 

important  bic.ied'  cl  know’  --dge  -.nor  -■<  :  ay  otV.  - 


terminate 
employed , 
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a)  la  chs  event  Che  i'etus  ex  utero  is  found  to  be  viable,  it 
■nay  be  included  as  a  subject  in  the  activity  only  to  the  extent 
permitted  by  and  in  accordance  with  Che  requirements  of  other  subpar-ta 
of  this  part. 


b)  An  activity  permitted  under  paragraph  (1)  or  (2)  of  this 
section  may  b-e  conducted  only  if  the  mother  and  father  are  legally 
competent  and  have  given  their  informed  consent,  except  that  the 
father '  s  .  informed  consent  need  n.at  be  secured  if:  (1)  his  identity  or 
•-hereabouts  cannot  reasonably,  be  ascertained,  (2)  he  is  not 
reasonably  available,  or  (3)  the  pregnancy  resulted  from  rape, 

14.  RESEARCH.  MENTALLY  KMFIRMLD ,  An  aporopriate  addendum  Co  these 
regulations  will  be  published  whan  the  federal  regulations  regarding 
research  in.  the  mentally  in  firs’-:  J  are  promulgated. 

i.  .. 


FOr.  THE  COMM- 


'Fsas&j;* j.  coy&. 

M {(SC  / 
ADJUTANT 


DISTRIBUTION- 


I  plus  100  copies  to 
Clinical  Invu  ■  " ’ • 
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APPENDIX  A 

APPLICATION  FOR  CLINICAL  INVESTIGATION  PROJECT 
(New  protocols  must  conform  to  this  format  and  be  complete- ) 

1 .  PRINCIPAL  INVESTIGATOR; 

2.  PROJECT  TITLE:  (Enter  shore  project  title.) 

3.  OBJECTIVE :  (Brief  but  specific  statement  of  Che  objective  or  the 

.project . ) 

4.  MEDICAL  APPLICATION:  (Explain  briefly  the  medical '^rsrCaar  and 

possible  usefulness  of  the  project.) 

5.  STATuS :  .  (What  has  been  accomplished  or  publisher.  ;.n  the  oro por.es 
area  of  study  and  in  what  manner  wi’  I  Che  project  rule  to  to  o;r  aj.fffeir 
from  that  vh/.ru  h-.:o  beers  accomplished.  If  references  or  person*! 
ccnraunico "  ioq  v'Cl.  uthc;.-  Army  medic:::  .',  facilities  are  invq A->.d , 

indicate.,  -  *  _  . 

6.  PLAN :  Va'-tiLne  exactly  what  is  proposed  to  be  accomplished  in 
sufficient  detail  to  indicate  a  clear  course  of  action.  TechnolavicraJ. 
validity  proceci-.ru.?  and  chronological  steps  should  be  shown . ) 

(NOTE:  The  Surgeon  Ceneral  and  the  local  Commander  nose  have  a  very 
clear  picture  of  how  the  investigation  will  proceed  o  sseer  th'c 
objective  of  '.t-.  project.  This  par  :,-:raph  frequently  hirnishes  the 
basis  for  approval  or  disapproval  of:  the  project.) 


7.  BIBLIOGRAPHY:  (List  source  of  information.)  (Include  pertinent 

references  and  attach.) 


3.  FACILITIES  TO  3£  USED:  (Such  as  1 aboratorv, 


c  i  on  tc  .  j 


9.  TINE  REQUIRED  TO  COMPLETE:  (Civs  month  and  year  of  expected  start: 
and  anticipated  completion.  Under  no  c i rcu.ms t cnees  will  project;,  he 
funded  for  longer  than  three  years  without  submission  of  a  new 
protocol ) . 

10.  PERSONNEL  TO  CCNJGC7  P-OJECT:  (List  names  and  positions  of 
censors  to  be  directly  involved  in  project  work.  Attach  snort 
biographical  sketch,  including  resume  of  education,  research  craining, 
and  list  of  pub  Licat  iens ,  for  each  person  named.) 


I 


8  January  1979 


MR  70-1 


'  APPENDIX  A 
IMPACT  STATEMENT 

(Must:  be  attached  Co  each  protocol  enumerating  impact  considered  to 

be  beyond  good  patient  care.) 


Patients: 

Bed  Occupancy: 

Laboratory: 

Radiology: 

Pharmacy: 

Nursing  Service:  . 

Registrar: 

Ocher: 

Approvals  Chief  of  Service  Chief  of  Dept  tor  in  so  Cons; 

Date: 

Signature: 


C  rad's: 


nrre.su  ix  a 


VOLUNTEER  AGREEMENT 


Work  Unit  f 


,  having  attained  ay  eighteenth 


(18ch)  birthday,  and  otherwise  having  full  capacity  to  consent,  do 
hereby  volunteer  to  participate  in  an  investigational  study  entitled: 


under  the  direction  of^_ _ 

_ of  the  Department/Service/Ins titute  of 

,  Walter  Reed  Army  1-Iedical  Center, 


Washington,  D.C. 

•The  implications  of  my  voluntary  participation;  the  nature,  duration 
and  purposa  of  the  study;  the  methods  and  means  by  yhich  tne  study  is 
to  be  •  conducted;  and  the  known  inconveniences  and  hazards  have  been 
thoroughly  explained  to  me  by  the  principal  investigator  or  h.y  cne  of 
the  coinvestigators  and  such  inconveniences  and  hazards  are  set  forth 
in  detail  on  the  attached  page  of  this  Agreement,  along  with  my 
initials  or  signature.  1  have  been'  given  ari  opportunity  to  ask 

.questions  concerning  this  investigational  study  and-  my  participation 
in  the  study,  and  any  such  questions  have  been  answered  to  my  full  and 
complete  satisfaction.  -  '  . 


Rur! 


tecicui 


the  csft '  ■>’.  my  t,..'.  iLmen.:  as  a  pat  rent:  i 
X  nii'.-.:  b;-n  provided  with  '  a  copy 
statement  (Rh  Porn:  which  has  made  mo.  aware 

-available  to  mo  beca.rin  oL  the  Privacy  Act  of  197^. 
the  opportunity  to  review  the  DD  Form  2005,  ask 
retain  a  personal  copy.  f  have  been  made  aware  t.!»  • 
gained  about  me,  because  of  my  participation  in  thi 
study,  may  be  publicized  in  medical  literature, 
educations’:  modi’’,  and  used  generally  in  the  furt' 
:J.y  consent  tv,  provide  such  persona", 
for  this  investigational  study  and 


science, 
requested  o. 


the  disclosure  of  -pertinent  personal  information 


r.h 


participation 

in  rnedica.  >.  ■■  at«i  •> 
those  additional  rear. -a 
of  medical  science. 


invest i  ;;«C  tonal  study  for  :e;i 
,  d  i'icr  s ion  "u  an  s-.'-tca'.w 
which  specif  icall  •/  relate 


ho .. :  - ..c-ed  ±>r.-,y 
of  a  Privacy  Ac): 

f  the-  r, r d r. 
X  have  bean  given 
questions  and  to 
the  in  forma  ties 
s  investigational 
discussed  as  an 
irar.ee  cf  medical 
information  as  is 
freely  consent  to 
derived  from  my 


;  n  c  a 


1  understand  that 


u  t  r.  n  i 


eveiic  ot  physical  injury 


suiting  irr, 
or  ill  no: 


research  procedures,  medical  treatment  for  injuries  or  n  :noss  is 
available  and  that  comoensat  Ion  may  be  available  through  judicial, 
avenues.  Information  regarding  judicial  avenues  of  compensation  is 
available  from  the  Center  Judge  Advocate  General. 
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#  I  a*  aware  that  at  any  time  during  the  course  o£  this  investigational 
study  1  may  revoke  my  consent  and  withdraw  fro.n  this  study,  without 
prejudice;  however,  X  may  be  requested  for  medical  reasons  to  undergo 
further  examinations  if  in  the  opinion  of  oy  attending  physician  such 
examinations  are  necessary  for  my  health  or  well  being. 

If  there  is  any  portion  of  this  explanation  that  yon  dauT  c  understand* 
ask  your  doctor  before  signing. 


Principal  Investig. 


s  Signature 


;>-*  8  .Innu.'u'y  !97ri 

;.Ls  P3P,t  of  Che  Voltmlciir  Acreemenc ,  Che  principal  investigator  should  sec 
-  full  details  concerning  Che  investigational  study,  insofar  as  such,  would 
ct  or  influence  the  tentative  subject  in  any  way.  This  explanation  should 
nrded  so  that  it  can  be  clearly  understood  by  the  subject.  The  subject 
Id  place  his  initials  at  the  end  of  the  last  line  of  explanation. 

oper  explanation  should,  at  a  minimum,  provide  the  answers  to  the 
owing  questions  in  lay  language: 

1.  Uhat  will  be  administered  or  done  to  the  subject? 


2.  How  Ion;*  will  the  subject  s  participation  last? 

3.  To  what  Costs  or  examinations  will  the  subjects  be  required  to 

submit? 

4.  Why  is  the  investigation  being  conducted? 

5.  Has  this  particular  study  been  done  previously,  vod ,  if.  so,  with  what: 

result? 

6.  What:  i  ecu  von  lencvs  or  discomfort;  is  r  .  subj-.r  :  like/./  tn 

experience? 

7.  What  risks  oc  hazards  can  be  reasonably  ant  Lcipabe.d? 

8.  What  stops  will,  bo  taken  to  prevent  or  minimi chase  risks  or  h«z~ 

dards? 

9.  If  blood  using  drawn  £u  the  study,  the  total  ;mour.  •  oi  blood 
should  'oe  accurately  quantitated  in  both  ct!s  ar. '  ounce*: . 

10.  The  volunteer  should  be  offered  the  opportunity  to  ask  questions. 

11.  Alternatives  fs  participation  in  the  study  shoe.,  os*  identified.  It 

Should  no  emphasized  that  pare  it  .nation  in  the  tudy  is  entirely  op¬ 
tional  .  — - - 

12.  An  instruction  chat  the  subject  is  free  to  decline  participation 
or  terminate  participation  at  an  v  time  without  p-ajudics. 

13.  Can  the  patient  expect  to  accrue  any  benefit  from  participation  in 
the  studv;  if  none,  so  state. 

i  '• .  A  statement  informing  the  volunteer  of  available  oonortun  it  ie  3  for 

camper:  at'1  >u  for  any  injur'/  1  ncu  -  :ed  du  in:  the  study. 


tscui  :>  .*  .*.•:• 


•  Sc./  :  <.Ot  1 
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VOLUNTEER  AG  Hr. 


(Children  Under  Legal  Age  of  Consent) 


I/V.'e  _ _ _ ,  having  full  capacity  to  consent*  do 

hereby  consent  for  my /our _ ,  _ 

(relationship)  (name  of  psrticipantT 
to  participate  in  an  investigational  study  entitled:  _ ~ _ 


under  the  direction  of  __ 

Institute  of  _ 

Center,  Washington,  D.C. 


of  the  Department/Serviee/ 
_  Walter  Heed  Army  Hedica! 


The  implications  of  his/her  participation ;  the  nature ,  duration*  cad 
purpose  of  the  investigational  study;  the  methods  and  means  by  wni on 
it  is  to  be  conducted;  and  the  inconveniences  and  ha  sards  which  may 

reasonably  be  expected  ’nave  been  explained  to  me/us  by  _ _ ' _ __  5 

and  are  set  forth  on  the  attached  page(s)  of  this  Agreement  which 
I/ve  have  initial  ed  or  signed.  l/V/e  have  been,  given  an.  opportunity 
to  ask  questions  concerning  this  investigational  study,  and  any  ouch 
questions  have  been  answered  to  my/our  full  anc/- complete  satisfac¬ 
tion,  .  ■  [  -~f  -  ■ 

i/.Ve  certify  that  -y/our  child  has  rrr-.eivod  on  explanation,  of  tM  a 
investi.gao.onal  study  In  terms  that  h  j/she  o  'n.  understand,  that  nc/ 
she  has  hud  an  opportunity  to  auk  an-1  has  ha:',  ansyered  any  question i. 
concerning  this  ;  >ucy,  and  that  ho/r.. u  assents  to  participating  1. 

this  study.  - 


I /We  have  been  provided  with  a  copy  od'  the  Privacy  Act  statement 
(DD  Fora  1005)  which  has  marie  me/us  aware  of  the  safeguards  avail-’’ 
able  to  no/eu  as  .  result  cf  the  Pri. .  aoy  Act  of  -  X./W«  hev  - 
been  given  . a .  chart-:: e to  review  the  Dl>  Form  2005.  to  ask  questions .. 
and  to  retain  a  personal  copy.  I/We  Have  been  male  &v/ax a  that  ft  - 
information  gained  about  ny/our  child,  because  of  his/her  partici¬ 
pation  in  this  investigational  study,  nay  be  published  in  medical 
literate.’;.  .  dl.ocu  .  ;—d  ...u  ■  "...  \tio-  :ii  a.ud  used  •*er  c*  *.‘J 

in  the  furtherance  of  me  rienc..-.  Ky/C .  r  child  a.-.wvg  •,vitH 

myself/ourselves  consent  to  ore  ide  such  pei'-.-'onal  information  a:., 
is  requested  of  us  for  this  investigational  study  and  freely  con  c: 
to  the  disclosure  cf  personal  information  derived  from  his/her 
participation  in  this  study  for  reasons  of  publication  in  medico., 
literature,  discussion  as  an  educational  model,  and  for  those  <v..:  ■ 
tior.al  reasons  which  specifically  relate  to  the  furtherance  of 
medical  science. 


l/.7e  understand  that  I /we  may  at  any  time  curing  the  course  of  fh  , 
investigational  study  revoke  my/our  consent  end  withdraw  my/our 

child  fro:.;  this  study  .vithaut  ,  n  juri'ce;  hovrvsr,  He/s  he  nr.”  be 


.  1 .  1 1 1 1 1  i  r  v  i  '  >  1 '  > 


WJ*  /:»-  t 


AlM’KHiii”  i‘  j 

j 

Annunt.  Progress  l.’opori  KY 


* 


I 


Work  Unit  No.: 

Title  of  Project:: 

Investigators : 

Principal  :  (r-wiior  invest  i'-.icot  re  s  pons  i  S’,  c  fur  s  ro  \  ec; ) 

Associate:  (coinvcsC isators ) 


Objectives:  (j»oal  of  research) 

Technical  .Approach  :  (method  of  -retain  Log  objective:;) 

Progress  an>\  i’vi  .  •’.o.mc.i  Ue.!  description  of  the  re.-  e.-.rc';  effort 

in  relation  to  this  work  unit  which  was  per¬ 
formed  t!v-:  ratio:  of  to  \  .  report.  Lf 

investigational  drus;s  were  used  the  information 
required  by  AR  40-7  most  be  included.  The 
nur.be r  of  pat  iur. .  r  t or  i ed  cast  srecioolv 
delineated.) 

Conclusions:  C, 

5 

i’und  Lnr  Requirements:  (present  and  ne:<t  ~Y) 

Personnel:  l  <  -u  r:  a  rad.:; 

F.p  u :  nnnt  : 

Sup!* !  i  os  : 

T  rave  l  : 

C'the  r : 


'■  j.-:  ,  i. nieneof  pi  pc«  ; s  acnife 
v,  flier?  ween  serious  or  one:-;: 
•  > n u  orourrinr.  in  subjects  r>,< 


•rent  stadLes; 

.•  effect-/  core 


in tnacing; 


Publications:  (List  not  v  those  Published  urine  present  ?Y  or 

abstracts  from  vour  service-  which  are  related  to  the 
research  dosc-ibed  in  this  retort.  rati-.re  to  enu¬ 
nciate  mi'1 !  i  ca  t  i  on  or  ahserncts  -in  cornrooi -e  '  fan- 
din-’  of  Che  protocol .  ) 


I 


i 
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APPENDIX  C 


V/R  70-3 


K  u  •  J  al  !%i*  /af*\  A^l  3-*Cl*l.^  /S*  e^jncy  U 


Radioactive  lung  Research  Kcpoi 


'  Secretary,  RDRC 
Poor*.'.  3K05,  CIS 
V.'RAMC 

t.  Work  Unit  5 ; 

!.  Work  Unit  Title: 


CHT  i  | 

f 


Patient  Information: 

a .  I  dent i  XL  c  ’ t  .1  o n  Coda : 


(Th Is  number  :nu$t  allow  for  refertnr 
fc.i  to  a  '-’icific  patient) 


c.  oex; 


d.  Weight:  _ 

Pharsacolcgioal  Dose  Information: 

a.  -Active  Tr'p.-.d  ientj. ;  _ _ : _ ’ _ 

b-  Maximum  Amount  Administered  per  Subject: _ _ 

Rjoionuclic  •  .  :i  X  ,.;,>a:;in.i : 

a.  '  Radionut  l  Ldo  Used  (Include  any  significant  contaminants) 

I).  Activity  r  R»«l iomret Ida. l&ctU. .. _ ___ _ 

c.  Date  Radionuclide  Administered:  _ _ _ 

Were  X-ray  procedures  utilized  in  conjunction  rith 

this  research  protocol?  Yllf. _ 

Hus  any  subject  used  in  this  study  participated 

'.n  other  rad  tone t  i  v«*  dime  re-e-i-'h  slu'Des"  _  ■ 


t  1  M  •»  i  \  .  C  -  » 


N  t  *  -  *Cii 


res  f  ;io 


Administrative  inadequacies; 

Is  Che  fomat  inappr opr iste  ? 

Has  Che  protocol  been  signed  off  by  .;he  Chief  of 
Service  and  Chief  of  Department? 

Is  chare  an  iapacC  statement? 

Is  Che  impact  statement  sign  cd  oft  c y  trie  involved 

Services? 

Is  the  budgetary  in  format  ion  -ufflci  uttly  -  ol  ;.c  id:.? 
The  exact  type  of  suppl  Leo  should  be  rated  . 


a  were  a  juscitication  tor  major  c  i.uipna  •  :  pur  ¬ 
chases? 

Adequacies  of  consent  forms: 

.  Does  the  consent  form  contain: 

1)  Au  axp Lactation  of  the  purpose  :f  the  -cud‘ 

2)  The  duration  of  the  study 

3)  A  full  explanation  of  what  is  going  to  happen 


4)  A  description  _f  all  _  iscoraf.  :ts  •;  Iskr 

la  tad  to  Che  research 

5)  A  disclosure  an  alts  mat  iv..  to  p.:  rate  !.»..• 
in  the  study.  It  should  be  emphasised  that 
ticipation  in  the  study  is  entirely  optional. 

6)  A  description  of  any  benefits  to  be  expected 
from  participation  in  the  study 

o  answer  any  .auesti'-ns  concerning 


c  Z  i  z  •.  ? z  z  to-..  c 


L 


i  YFS  ; 

9)  A  sCiCcsir, t  informing  Che  volunteer  of 
available  opportunities  l‘oc  ccmper.sac \  on 
for  any  injury  incurred  during  the  study. 

10)  For  Oncology  protocols,  a  statement  that 
"there  is  no  guarantee  that  the  proposed 
chemotherapy  program  is  better  than  a 
standard  program" 

Is  the  language  used  in  cha  consent  form  j 

comprehensible  by  lay  patients?  ~ .  \ 

i 

Is  there  exculpatory  language  in  trie  protocol?  j 


Signature 


Date 
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HALTER  REEO  ARMY  MEDICAL  CENTER  WASHINGTON  DC  F/6  6/5 

ANNUAL  PROGRESS  REPORT  (FY-80)  DEPARTMENT  OF  CLINICAL  INVESTI6A— ETC(U) 
SEP  80  T  M  BOEHM 


Deer 1  Profession;]  !  Comm  It  Cue  Member  o:  Clinical  Invest  ion 
Comm  :  t  :cc  : 


enclosed  is  the  F‘/-1978  Annual  Progreso  Report  (AhU)  for  Work.  Unit  0 

It  is  requested  that  you  represent  the  Clinical  Investigation  Cow.-nit 
tee  by  reviewing  Che  APR  for  the  enclosed  protocol.  Upon  request,  w 
will  provide  you  with  the  original  protocol,  or  you  nay  come  to  the 
Clinical  Investigation  Service  office  during  duty  hours.  The  follow 
ing  questions  are  offered  to  you  as  guidelines  to  assist  you  in  your 
review. 

1)  Is  progress  being  made  on  the  protocol? 

2)  Does  the  progress  report  indicate  substantial  deviation.  fro 
the  original  protocol? 

3)  Is  there  any  evidence  of  either  unexpected  effects  or 

increased  incidence  of  expected  untoward  side  effects; 


A)  -  Is  the  ci-cue 
here  Cue  merit  of  the 
Jocumr n. tad  by  ub s ■: r o  - 

in  the  APR.) 


t  for  funding  appropriate?  (One  thou  in  tens;,  a 
project,  previous  budget,  previous  progress  ns 
•;  or  publication;:,  and  jus  tic..-:  .on  fc;.-s 


Corrjnsn  Cs 


.Rscormendations :  (please  check  in  box) 

/  7  1)  That  .he  AVI?.  and  request  for  i end log  be  appro-- 

Cc.Tcait  tee . 

!~7  2)  That  Che  following  additional  «' n forn-i tiro .'cln* 

I'ur.ai shed  by  the  pc iaa  i. pel'  Tn  /es t  iga-'.or  . 


th  e 


t t  ■ 


r,  •, 

**  4  '  J 


APPENDIX  D 


I.  Implementation.  of  tho  System  of  Protocol  Review  (including  the 
Systea  of  Primary  and  Secondary  Reviewers). 

A.  Protocols  must  be  received  by  the  25th  of  the  preceding  month 
(or  next  working  day  if  the  25th  is  a  weekend  day  or  holiday)  in  order 
to  be  considered  at  the  next  meeting,  usually  the  fourth  Tuesday  of 
each  month,  Protocols  not  approved  by  the  Department  and  Service 
Chief  would  not  be  accepted.  The  investigator  would  be  expected  to 
provide  Clinical  Investigation  Service  with  several  key  references 
from  tho  bibliography  of  the  protocol. 

B.  Upon  receipt  of  the  protocol  by  Clinical  Investigation 
Service,  an  administrative  review  and  evaluation  of  the  consent  form 
would  be  undertaken.  (See  Incl  vl  explanation  and  review  sheet.)  Any 
pro  toco',  with  deficiencies  would  not  proceed  further  in.  the  review 
process  until  the  deficiencies  were  resolved.  .lino.:  deficiencies  in. 
the  cot.  ent  fora  would  '.>.t  corrected  by  the  editorial  staff  in  the* 
Clinic;* ..  Invest:  ig-\  tion  Service  office.  Ton  inve;. to.:  would  a c e i- * t: 
a  revis  -d.  consent  form  and  an  explanation  for  revisions. 

C.  Protocols  would  then  be  read  and  revi  ec  by  and  A:;r.t  . 

Chief,  Clinical  Investigation  Service,  who  would  evaluate  Cher.i 
primarily  for  adequacy  of  experimental  design.  XI k  Chine  and  Asst 
Chief  might  elect  Co  have  an  outside  consultant  review  soma  protocols. 

D.  These  protocols  judged  co  be  of  reasonably-  sound  design  would 
be  for-warded  on  about  the  first  of  the  month  to  two  (2)  primary  re¬ 
viewers  and  two  (2)  secondary  reviewers.  The  primary  and  secondary 
reviewers  would  be  members  of  the  Committee.  Any  of  the  primary  and 
second.-* - v  reviewers  could  utilise  additional  consultation.  An  attempt 
would  ••  :i  *•.!•;•  select  primary  r ’viewers  fro..:  -h  .  Cl.  t:.ee  th- 
basis  of  x.;o'wle-ige/-evpef“ise  allied  with  the  area  under  investigation 
in  the  project.  An  exception  would  be  Oncology  protocols,,  which  would 
be  distributed  to  the  Committee  on  a  rotations.  basis.  Primary  re¬ 
viewers  would  -.t tempt  "o  assess  •  •.ientific  merit,,  rxpnrimen fa  1  design, 
ar.d  give  cv.-r.e  .priority  Cor  funding.  They  wool  I  bo  orovided  the  --ey 
references  submitted  by  the  principal  investigator  .  Each  primary  .re¬ 
viewer  would  submit  a  written  report  to  Clinical  Investigation.  Service 
of  his  assessment  of  Che  protocol  by  the  15th  of  the  month  (see  Incl 
;’2)  .  At  his  discretion,  he  could  consult  with  the  investigator,  and/ 
or  another  consultant  reviewer  and  suggest  mod i fi rat  ions  or  simply 
submit  n  written  rcoort  to  Clinical  Investigation  Service. 

I)  -  I 
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Xhs  secondary  reviewers  would  also  be  selected  from  the  Commi r.  Lee > 
except  that  they  would  not  have  expertise  oc  knowledge  allied  wi  th  u"hc= 
area  under  investigation-  'ihey  would  >>c  selected  on  a  rotational 
basis,  would  submit  the  same  written  reports  as  first  reviewers,  and 
would  be  especially  expected  to  provide  some  degree  of  more  remote 
perspective  regarding  the  merit  of  a  project. 

E.  The  entire  Committee  would  be  provided  copies  of  rhe  proto¬ 
col,  primary  review  and  secondary  review.  Attendance  of  the  investi¬ 
gator  at  Che  meeting  would  be  optional  but  he  would  be  provided  with  a 
copy  of  the  minutes  which  would  contain  the  reasons  for  approval/dis¬ 
approval.  The  written  protocol  would  be  expected  to  be  sufficiently 
explanatory  that  only  adjunctive  information  would  be  the  only  input 
requested  oi!  the  investigator  at  the  meeting.  '  The  entire  Commit  tea 
would  consider  the  protocol  and  reviewer* s  comments  and  vote  for 
approval/disapproval.  The  numerical  estimation  of  scientific  merit 
and  priority  for  funding  from  the  reviewers  would  be  recorded  in  the 
minutes.  The  entire  Committee  would  have  an  opportunity  co  revise  the 
numerical  estimate  of  scientific  merit  and  priority  for  funding. 


F.  A  List  of  volunteer  consultants  and  their  areas  of  expertise 
would  be  cwmpij  ■.  ‘  .T/o;,  'JSUhr,  AFX?,  W:UXR  and  tllWC. 

IT.  Annua1  Review  o ::  Protocols 


A.  F.e  nee  forth,  the  Service  will  issue  investigators  lab  note--  • 
boohs,  which  will  be.  /ailaMa  for  inspection  upon  74  hour  notice  and 
will  be  returned  Co  Clinical  Investigation  Service  upon  completion  of. 
the  project  or  the  investigator’ s  departure  from  VflAMC,  at  the  dis¬ 
cretion  of  the  Chief,  Clinical  Investigation  Service.  For  certain 
types  of  projects,  a  study  record  could  suffice  in  licit  of  a  lab 
notebook. 


B.  Funded  prof  -e-*ls  -Si* 
years  beta:  a  ku?*  e  .  *•  - 

Cooperative  group  p:..L  no 

from  the  three  year  ii-iLt..  A? 
considered  terminated.  Notice 
gator  of  th>. -2  pr-toccl s 


have 

.:in  approved 

•ore  chan  Three 

:  t  o  ’ 

a  Cum..- it  cue 

•  ap’  rovai 

w.  ^  *t  U  .V  * 

l:ig  funding  v ’ 

.si  ho  exempted 

fer  th;.*- 

..  years  ,  they 

ere  automatically 

will  os  given  to  the  principal  investi- 
::::n th prior  to  tor  1  nation . 


C.  On  a  random  basis,  periodic  inspections  will  be  made  of  the 
data  books,  consent  forms,  and  general  status  of  individual  work 
units.  Written  recommendations  will  be  made  to  the  Committee  based  on 
the  basis  of  these  inspections.  Ac  least  one  week  nocice  will  be 
afforded  investigators.  The  Committee  may  elect  to  terminate  a  pro¬ 
ject  or  give  the  investigator  tine  to  correct  de  f’’.~  ienrins  prior  co  a 
re  inspect  L o  . 


Y)-2 


V 
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b.  This  year's  Annual  Progress  Report  wi  >  1  be  divided  i.nl:o  equal 
packages  Cor  each  member  of  the  Committee  (see  Xncl  23)  who  can; 

1)  Certify  Chat  the  Annual  Progress  Report  is  adequate _ and 
the  project  merits  continuation. 

2)  Request  additional  data  from  the  principal  investigator. 

3)  Recommend  the  entire  Committee  closely  scrutinize  the 
project  aad  decide  whether  or  not  continuation  is  warranted. 


HOW  TO  WRITS  A  PROTOCOL 

.  . 

*£he  research  process,  a  stepwise  development 

1.  ■  Prior  knowledge  or  opinion,  ,  .  .  .  *  ’  • 

21  Inductive  reasoning  *  . 

3..  /Fcrrculatioa  ox  hypotheses  '  *  .  v  .  • 

4.  ‘Deductive'reasoning  leading  to  experimental  design,  to  test 
hypothesis 

.5-  Experimentation  - 

6..  Evaluation  and  interpretation  cf  data 

»  *  -  *  * 

7i.  Conclusion  .  .  .  '  * 


Protocol  writing  is  a  specific  exercise  in  t-  o  scientific  method.  It's 
central  feature  is  the  statement  of  a  hypothesis  which  is  verifiable  by 
experimentation.  In  addition,  the  protocol  specifies  planned  procedures 
by  which  evidence  may  be  obtained  either  to  verify  or  to  reject,  the  hypo¬ 
thesis.  Thus  the  protocol  is  a  brief,  orderly  statement' of  the  information, 
and  directions  pertinent  to  carrying  out  the  research  process  in  a  spe¬ 
cific  instance.  The  discipline  it:  Imposes  i.<;  the4:  «•'*!  -rvmf  *.h:  r.kir.g  end 
expression.  • . 


A  SUSS. ested  ....  ‘  .  \'y 

1.  *  Title  •  ''  ‘  '  *’  -  ‘ 

2.  Background:  Piior  knowledge  or  opinion ;  inductive  and  deductive’ 
reasoning  leading  to  the  statement  of  the  hypothesis 

3.  Hypothesis:  c"atement  r  .■*>  be  /eriflei  .  ••  reir  v  ad 

4.  Objecti  ve:  formation  .  .»  bs. gained 
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Materials  and  methods: 


Experimental  subjects;  materials 

Technical  methods  (qualitative  determinations) 


c.  Experimental  design  and  procedures  (the  formal  plan,  and 
directions  for  experimentation) 

id.  Analysis  and  interpretation  of  data ,  to  include: 


(1)  Data  tables  in  outline.  *  " 

( 2)  Outline  of  proposed  calculations  $nd  statistical  pro¬ 
cedures  as  determined  by  the  experimental  design. 
These  calculations  should  include  prescriptions  for: 


The  reduction  of  data 

v’j  .:  •.l.etscm  *  nation,  pi!  th  .' 
r?  aocdptiva  values 


(c)  EsLir  cates  regarding -the  population  parameters  as 
-1..'  .  .  indicated  by  the  sample,  statistics,  with  an.  ass e; 
menu  of  the  uncertainty  of  such,  estimates 


(d)  Comparison  between  groups  ana  the  measure  of 
•  uncertainty  of  such  comparisons  -  ' 


h) 


Provision  foe  the  discovery  of  in 
variables  and  the  effect  of  such 
on  interpretation  of  tits  results; 


.icy  r if 
dency 


TIPS  KUd  WRTITKG  AX'D  PROCESSING  PROTOCOLS 

1.  Mi<c  certain  that  approval  of  department  chiefs  is  obtained 

before  submission  to  Clinical  Investigation  Service.  .  . 

2.  Curriculum  Vitae* s  are  required  of  each  investigator. 

An  appropriately  signed  off  impact  statement  must,  be  included • 
Experimental,  c'-? sign  must  be  clearly  specified.  . •  . 


e>. 

A. 


5.  Too  frequently,  the  planned  method  of  data  analysis  is 

inadequately,  outlined:.  This  can  lead  to  local  disapproval,  inordinate 
delay,  or  questions  from  the  Office  of  the  Surgeon  General  .  .  -  '  • 

6.  The  exact  population  of  patients  to  be  studied  is  often  inadequate! 

identified.  The  age  groups  and  excluding  conditions  cixm  study  must 
be  precisely  identified.  ^ 

7.  If  the  pat?  ents  are  at  risk,  there  need  be"  a  dr-scr.ipti.cn  of  hw 
the  risk  v;il. o?  $.•  ini  mixed,  i.e.;  constant,  at:  and-..-  • .  ;?•.  ;y  a  pbyr 

8.  My  requests  for  funding  should  be  substantiae:  .1  in  detail. 

You  should  be  prepared  for  your  requests  to  be  critically  analysed 
at  the  Clinical  Investigation  Cc.mlttce  meeting. 

3.  The  major  problem  v;  1th  protocols  that  are  not  approved  is  clarity 
in  the  writing  of  the  protocols.  All  parts  of  the  protocol  should  be 
comprehensible  by  '•’.ay  personnel,  as  vrell  as  physicians  and  other 
professionals  rot  >>.  the  particular  area  of  investigation. 

0.  Leave  one  inch,  margins  on  all  fo7.tr  sides  of  the  page. 


•’  '-q 

-X  O 


E-J 


Patients: 


Bed  Occupancy 


•  Laboratory: 


Radiology: 


Pharaacy: 


Nursing  Service . 


egistravt 


Other: 


Aoorsr.':. 


Date: 


Name : 


Grade : 


Position : 
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The  fol  Lowing  Annual  Progress  Report's  were  reviewed  by  tin:  Clinical 
Investigation  Committee  on  24  Feb  8.1,  and  tie  fe  1 1  ow  i  ug  fiction  was 
taken:  (A  copy  of  Lie  minutes  of  tij.it  date  involving  tie  APR '  t  i  s 

attached .  ) 

1308  lnderal  Kinetics  in  Hyperthyroidism.  (FY-74  F) 

1311  Treatment  of  Thyroid  Storm  with  Anion-Exchange  Resin.  (FY-74  L) 

1334  The  Regulation  of  Extra thyroidal  Conversion  of  Thyroxine  (T4 )  to 

Triiodothyronine  (T3).  (FY-7'i  F ) 

1346  Thyroid  Function  Tests  in  Cord  Blood,  Maternal  Sera  and  Aminotic 
Fluid.  (FY-76  F) 

1347  Investigations  into  t:hc  Physiology  of  l.-Ktve  :e  T-3  (rT'3)  and  -3- 

Diiothyituttine  (3-3  T2).  (FY-/6  F) 

1353  The  Regulation  of  Ti  Convert  ion.  A  Croat  Pro tor a l .  (FY-77  F) 

1  359  The  Effect  of  Fever.- e  T3  and  3,  72  on  Thyroid  GJar.d  St  crc-tion,  T4 

Degradation,  and  iodide.  Leak  in  Thyrotoxic  Pati-'ils.  (FY-77  F) 

1360  Investigations  Concerning  T3  Production  Rates.  (FY-77  1) 

1677  V.'RAMC  -:-7905,  Treatment  of  Acute  Leukemia  with  Low  Dose  Adrianycin 

Infusion.  (FY-79  T.) 

1903  Pers  istence  of  T  Pallidum  in  'k.urosyrlii  1 1  is .  (FY-75  ]  ) 

2610  Anti. lymphocyte  ClchuJin  (ALC)  and  Kidney  Transplantation.  A 
Controlled  Double  blind  Study  (FY-73  F) 

2615  Immunological  Monitoring  of  the  Transplant  Recipient.  (FY-78  F) 

2618  [nLeition.il  Donor  Specific  Pretranr.pl ant  Transfusion.  (FY-80  1 ) 

7619  Histocompat  i.hi  1  j  ty  Antigens  find  fntersti  t  i  ul  Cystitis.  (FY-80  I) 

3159R  In  Vivo  Removal  of  Circulating  Antibodies  and  Immune  Complexes  by 

fmmunoadsorption.  (FY-79  F) 

7218  I’li  y  sot  i  ;y.:>  i  ne  Tn  fusion  and  Lithium  Responsitivity.  (FY-79  F ) 
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Title  c*£  Project:  '  Stress  Fu-erai  ion  in  a  Medical  ICU:  ‘  . 

Incidence  and  Possible  Prevention  with  Cintttidi.no 


Starfia->:  3 


Coutol&Uon  J AA:  'L‘2'1 1 nnf:t:i- 


;J  1.  lit: 


Principal  P  LA'-o’V.nck  i'.  JC in. 

Associate  3  n<A  sUxAo v;>:  { Facility:  WUAMC 


Associate  3  avt-si.ic*p.iov:;-. 

Michael  T.  ieogan 
David  A.  Peura 


Key  Words: 

Acciirru  .laL  v  ::  MS  DC -AS!:;  A 

Cost: . . . .  C< 

FY-SO  WADCAA-S  Cost: . . 

"Study  Objective:  See  protocol 


jDept/Svfi  df.PT  OF  MED/CI  SVC 


;  oca hf 

. Acouovdnfi  Coalract 

Acciuxn dative  Supply 

Cost: 

Cost: 

•  _  .  _  • _ 

1 - r - ;. _ 

Perio tii  o  3. 1  e vi  a \v  lie i  d  ts  : 
(i.o  ]>;;  iji  -td  jn  by  PCi) 


Technic  •••!.  .\uf»TOVi.cU:  f>«:c  pro  loco ! 


Proaxoss  rlnr-iny  .FY-SO;  Study  l  e  fni  tinted  by  Sn:  th  !’ !  :  no  t.  i  i  ciu\ 

due  to  failure  nf  eifie.i.v 

Nu^IitT<A_; 5l\1  5?:  J»;?.  MttidUid  t;h!r>ro  contnAtiq;.  <,?  oA'V: _ 

Scsrious/unsxp.-'sctod  side  effects  in  subjects  particlpatii-;-;  j.i  project: 


Conclusi  ors: 


Cirotidine  i:»  no  norr  of  feet;  ive  titan  placebo  in  proven:  j  n, 
stress  related  bleeding  iron  UGi  tract  -  Data  ana  l  vs  is  and 
puhl  i  c.aton  of  results  pending,. 
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Date: 


I  Protocol  y.u: 


[status:  1  ".  :rim 


iitlo  of  Project:  'pho  Development  of  a  Raclioirnmuiioassuy  for 
Thyronine  and  3,y-T2. 

Starting  Date :  ;  J3n  _ "[Estimated  Co t notation  .Data 

Principal  Investigator:  Keith  R.  Latham,  1'h.b. 


Pinal  \<t 


Associate.  Investigators: 

Kenneth  D.  P>un:uin,  M.O. 
Leonard  Wartofsky,  M.D. 
Robert  C . Smn L L r idga ,  M.D. 


Facility: 


Depfc/Svc 


V'HAMC 


Lndoc r  inr ,  Ward  47 


Key  Words; 


RadioiTrrTiimoe.s.>ay ,  Di  iodothyronino 

Accumulative  MEDOASS  Accurnulair.e  Contract 

Cost:  Cost: 


Accu.uulaa v a  b no o'i. y 
Cost: 


FY-SO  ME  DC'. ASF  Cost: 


Periodic  Doyle:'/  lies:.’ 
(to  be  filled  in  by  DC '.) 


Study  Objective: 

f'bjin  live:  to  Dova.l.po  j  i  ad  i ; ,  i  pitum'm  ;;  «ay  (or  TO  r  ; : . 1  1  ,  5-'1  .1  and  to  utilize 
the  na say  to  study  the  levels  of  these  hormones  under  a  variety  of  normal  and 
path  i.->’  iy  s  !  o  login  condi  I  i  nns  . 


TecLnical  Approach: 

I  .  Antibody  to  Tn  was  pi  e paced  in  rabbits  as  prevlou  ••  ly  'Inscribed . 

2.  Purified  antigen  was  rad i ol ah,- 1  led  and  utilized  in  defining  a  standard 
curve . 

3 .  Blood  samples  were  collected  and  assayed  by  standard  methods  . 

Progress  during  FY-80:  Assay  for  1 ,  *>  T2  completed:  Pnngaro ,  I..,  Berman ,  K.D., 
Wartofsky,  T. .  ,  Wright,  F..1.  and  Latham,  K.R.  (1980)  J  .Cl  in  .Kndoc  .Me  tab  .  50:1  079. 


Number  of  subjects  to  be  studied  before  completion  or  study:  to _ 

Scrious/iiroxpected  side  effects  in.  subjects  participating  in  project: 

None :  only  blood  was  utilized.  (Note  :  blood  was  obtained  on  ot'e 

Conclusions: 


r  protocols  and 

“  Shared 


An  effecti 


active  assay  for  3,5  T2  has  been  established  and  utilized. 
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NUCLEAR  THYROID  HOP  V.ONE  R::T r ETOR  S  IN  Oa.;OB  MICE.  K.K. __  L  a ; 
Y.L.  Tseng*  a:;d  A.R.  Glass.  I J  <  i  i  f  or  j  i :  d  Set  vir.-»  •/.  i:  v-.-rsi  i  y  of  t  >•  K 
Sciences,  Beihesda,  MD,  r.r.d  Wal  lor  Reed  Army  Vedxul  Cenrer,  V.  a  shir. 

DC. 

Mice  (07EL/63)  hon.ocyy.ons  lor  the  r-.  ;•••>  gene  (ob/ob)  7- 

obe.ity,  hypoiim.abolisfn,  and  hypotharmi a  .Aar  cVc  stress,  the  I  .. 
conditions  bmn-;  reversih1'  with  iiij’h  tir>e  rr.vro  d  i.  •...  re  (Tii)  .her.: a. 
evaluate  the  possibility  a.  iiypothyroidisin  in  cbA-b.  ‘>eru-ii  T-t  ;:;k1  'in  1 
ng/rn!)  and  levels  of  hepatic  rv j  tle.-.r  receptors  for  7'-  and  13  were  i.'ieusur 
10  vvk  old  fcrrsnle  ob/rb  t.:*d  ;  thin  1: tier; n a (  b.' • ,  '  .Solubili/.ed  in. 
receptors  (NR)  w.-tro  c>hr..d'  -d  by  sediment jvion  of  n.nci-.-i  ihro.i/.h  2A'.\ 
triton  X  100  treatment,  and  cxi:  ••.rtuvi  in  i'h,h  .  V  imurn  bin 
(MLiC,  f  mol /mg  DMA)  on:  affinity  (K  „  M  >:  in  *  i  e:  \'if  To:  boo.  i  V  rr 
were  determined  by  saturation  analysis  (v.ratcharu.i.  (>  .-  p  <  .0.3  vs.  ot. 
+/+). 

ob./ob  ob/t  _  n/p 

n  "ia  .  T? . “  TV  T3  TV" 

St-rtun  THl.OO  -t  0'.05*  fV  V  V-  0.7V  Vo.QV  V  L  A  VT  O.T/'V,;;,  7 'y 

UbC  U;  •  ’  5  ?•>■>  3  16  7  6  ?1  ‘  ’  J  r  “  2?  “  ? 

K  ,  1 0  2  A  .  1  >  i  i  a  i  (  t  / 

ci 

MBC  and  K  of  NR  for  T4  and  i'3  were  not  signif ic..nt!v  different  among  p 
therefore,  potential  hypothyroidism  in  ob/ob  is  prebauA'  not  related  to  de, 
in  TH  receptors.  Low  set  urn  T/:  and  high  serum  T?  in  ob/ob  may  repror  n  • 
T<t  eutliyroidistn",  perhaps  a  compensatory  respotise  to  increased  7‘:  t 
conversion  secondary  to  incre.'.sed  food  intake. 


r  absuatis  submiutl  to  (  nrtfio- 
■iKtr  r-mv.  select  single  sur»catei:or> 
entsr  coil?  r.o  f  I  in  .p  ue  ahovp 
I  tucjl.  (2)  Basic  ScT.-ncf.  (^)  Met 
•  hveioio /.v-Dwtv.thrmas.  (4i  l:cho- 
f *  .* r d p n y .  (5)  KaJu.,.  /’.-R.kiio- 
iul-rx,  (M  Othrr  S^hi  i;i>  .•  f ; l .i: t - *rt 
■Mj-ncd  to  ;urt  :n  rrvirssin^  process 
.  fi r i ■  J  is  indepfT«Jcn  t»i  p'of»r.«'?< 
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lVVi :: :  .■)'.!  Se,*t  her  191A)  iiT.Of  )•:.»!.  fa):  CAl.t  '•  Si  .•/;  ;  .  :  It,;,  ; 

TLii.L  Or  T\;o.)iX:  r  :  tl.l  ::!  CA(.  T.a  At  (■“  I’AD I O'A.LR.  :•/  H-  • 

ctiry'rrurjM'Y  (cytoxax,  vcr,  acvi  momyc  i ;;  d)  r.  ;ia::.v;!nc; 

XON-.METAS  FATJ  C  KW1  Ml'  ’  S  SARCCMA 


START! 50  '"\YK:  “  1973  '  " 

l’R  !5C  i.  L’AL  I  :;VKSJTG,V!C)K:  ~ Dr.  Iona  my?! 

ASSOC [Air  INVKSTICATORS 7 


kky 


Ewifvl’s  Saircdm 


j  kst i m Vi'r.u"’cb;i:,f ’<:V J 7.  u.v:-;: 

JiTc»:..'  -  -  - 

FAR  U.  i  V  :  Walter  <l  A  -  ..y  ]■; 
Cuat  'i:  _ 

SKUVi  OK:  lieiiv.il.o.l .o/.v-Orn-n  '  <gy 

_  Depart  meet  of  :  *  i  I »-  •  i ,  — 


ACGUMOTA'^VirMEnOASli 
COST:  _  _NA 

W-8o'mkdT:ase  "COST :  ka 

study  o^:xfrvF;ri7‘  .;0 

tumor  treating  with  either  1 
chemotherapy  or  .3.  irrad  of 
2.  'To  study  survival  lime. 


ACCUMULAT  I.VE  C>  ATRACT  I  ACCOaULAi'  i  VK  SldM’l.Y 
COST:  1  ' 


PERIODIC  RKVJF.W  RESULT.-; : 


interval.  &  pat  turn  of  n..  fustic  rail  local  roes  rroui-u 
irradiation  to  1°  alone  2.  irrad  of  1"  +  systor.ir 
°  I  chemotherapy  +  bi'lnlx-t  ..-l  pul. non  ary  irrad  iai  Lei. 


TECHNICAL  APPROACH:  rpn4. 
RT  to  lesion,  vs  Regr 
11T  to  lesion  i-  both  Jr. it 


:;en  1  -  VCR  3  mg/;!2/'.!  x  6  +  rytoxan  500  r-.g/N2  IV 
’.-•n  ft  -  VCK  1.5  r.ig/M^/v/k  x  (>  l  cytnxan  530  ng/U2  i 
;  fields  then  actin  D  15  mg. /AG  qd  1-5  at  3  nos  then 


pred  3rd  -  7t'a  vk  then  ‘repeal:  q  3  wks  y  6. 


PROCRiS:-  .'R'.MC  i  V- So.  \g;. 
therapy  and  have,  no  evidence 
off  study  early  &  was  LFU.  1 
2  pts  were,  greater  than  2  yrs 


.  .  entered  S  pt  •  ,  2.  ptu  g.r 

oi:  d .  1  p L  wan  5  yrs  e  It. 
pt  relapsed  on  day  584  &  LrU. 
p  therapy  with  RED  hut  lost  to 


f.  was  LFU.  I.  pt  v.v.n 
.1  p  t.  expired  on  day 
I  ail  low  up. 


NUMBER  "OF  SUBJECTS_  TO  RE  Sf{JDU_C[)"  BEFORE  COMPLETION  01"“  STUDY:  OtrapioTtu, 

SKUiOUS/l'MRXPKCfKD  SIDE  EFFECTS  IN  SUlfjrT.TS  T^RTfcrVATTNO ~  IN' IIToJeC (  :  ~ 

None 

CONCLUSIONS:  This  study  has  hoen  d  in.c.o  .  aued  by  CAROL  and  should  !>■>  closed  here. 
Remaining  pts  will  be  followed  for  long  term  toxicity. 


|T» 


PtifiMC/Vr  I.O.'iS/ ADSTtACTS ,  FY--80:  AS  CO  ACA  C-425  413,  1  978 


II  ;;  I  J 


DAT!' 

' :  30 

Septe:  h-  i  I'K'.’1  1 1 

TIT! 

.X  OF  F 

ROJi.C'i':  ... 

Ad.iuvuul  flu 

>1  m f oer.tpy  in  (A 

Sac 

c.n;:a : 

Aclri.xiyc.  i  u  vs  Sue 

!  '  i  awy c  i  n ,  Ill)  \ 

SK'l 

A'lri  a 

i.iycin  --  C'/t.'x  n 

I'li;'/  11'-  l  - 

.  —  L.  » .i i  o r  :  c 


•  i  '  :•  :  I  r 

I '  i  '•  .  I 


SIAM!  NO  PATH:  IV/4 

1’U  INCIPAI.  '.INVEST!  ca.i  OR: 
ASSOC!  AT  tv  '|  NWisViGAYOKS  : 


KEY  NOR!);!:  Osteogenic  Sarce;>,i 

Accrt'::l;T,Ar . '  'v.  "•fr'vcAsr 

COST: 

FY-80* MS: i CASK  COST : 


i.ST ! ; .  !  ■  •  •:  !  i  : 


4/v) 


FAC  III.  'i  V  :  V..i !  :  or  An-:;  V.  ■  "k. 

C*  n: 

Sl  'cVl  C  •: :  lie  -.I1:',;;/  “ 

i‘  •  •  o ;  v.  -j ; c ; o.u 


u:c!:::i;i.ATi  vf  co:n  !.*ac  r 

per  Iodic;  'ukv i ;  molts 


|  cost  . 


j  .'/.cum:  :  day  i vk  siltt.y 

i  Cv'.J': 


^  '■  io  d  o  _  v  i .  Lie  I)  i  [  su ;  y  Lyal  o:  patients  v/Llu  surgery  lor  1°  lesion 
or  j  ulr.iouary  r  .-ia  of  oat  -ogjuic  and  either  1.  Adrl.vyctn  2.  Adriatic  in  -  hi  dose 
i'TX  or  3.  Ad.,  iair.ycin  -  C  ..to  aa.  To  determine  side  of  for  Is. 


i.  *  i.  •  mi  I-  u-.:  .  .  »  (I  ei  >• 

1'.  Air  i. •.«!>'<  in.  TO  i»;;/’I2  I  V  qd  Days  1  3  f,  28-30  and  hi  dose  ?"YX 
with  subsequent  leuko/ov  i.um  .12  :ng  IM  q  6  h  >:  12  closes  Day  55  f- 
Hay  10 j  A  courses  each  day.  3.  Adriamycin  -  Cytoxan  -  closed 


u  courses. 
200  i.ij/KY  x 
77.  Repeat. 
Jure  1977. 


6  hoes 
cv.-lo 


1  ivOGI.r...  a  n't'..  s  ...  i.;  i.nts  D,.vc  i  'eu  c-uterof  A.  ...  3  pa ioat 

1  had  progress  l  /a  disease  (ID)  day  553,  1  PD  clay  13 a ,  and  l  I'D  day  448,  5 
have1  no  evidence  of  disease  at  4  years,  4  years,  day  493,  .33  months,  day 
1  patient  was  NET)  day  214  hut:  subsequently  tFU  and  1  patient  was  LFU. 


patient s 

433. 


NTL'TTKR  OK _SUKJECTS  TO  J>E  STUDIED^  iSKFOPE  CO.'nT.KT  I  ON  OF  STUDY  :  . 

5 E R 1 0 US  /  U X h! X P F C T F D  SIDE  EFFECTS  IN  Si.Ui.l.CCfs’  PAUTT  Cl  IV4TIXT:'  INTrO/ECT: 

_  None _ 

CONCUR;  TONS :  9S  patients  were:  accrued  to  tin's  study.  This  was  sufficient  for  closure 
This  study  was  closed  4/80  -  Patients  will  be  followed. 


riiP.Ll  CAT  IOX3 /Af’.STUACTS ,  KY-E0:  Manuscript  for  this  study  is  pend  in 


T:  i! )  S--.,;  ■  :  her  I5G0  '  |  i\ :•  i !  cCO; .  NO :  CALCB  7  6 -Si" 

TiiLE  0:'  PROJECT:  Ei  *  o  •' t :»  ol  A.ir  iaaycin  wi  rh  &  without 
.'..uN.-d  MET  in  S  ift  Tissue  Bare  (A  phase  III  Study) 


WORM  UNIT  £_  154_8 
STATUS  :  ]  a  Lor  i  n 

Final  : 


F'l'Aiui tv::;:  ^76 

PRLNCI  PAL  7:.VKSTLGA'i'6T:’  J'r* 
ASSOC  [ATE  ’>  NVF.STl  GATORS  : 


KEY  WORDS':  J Sarcoma 

accumulative"  mfdcas  rf 

COST :  *:A 


|  F.Si  lMATl’i)  CuMF'  ST '  ON  |)ATF.:_  1920 

linnet:  Llonf 

FACILITY:  Walter  R‘-..-d  Army  Medical. 
Center 

SERVICE :  K'  r-itology-Oncology 

Denar tmaut  of  Medicine 


FT- 80  MEDCA3K  COST:  Kone 


ACCUMULATIVE  CONTRACT 
COST:  NA 


A C C UK v LA T IVK  SUPPLY 
COST :  NA 


PERIODIC  REVIEW  RESULTS: 


NA 


STUDY  OBJECTIVE:  To  compare  Adriamycin  alone  &  with  TIER  in  induction  of  remission 
in  inoperable  soft  tissue  sarcomas  and  to  compare  monthly  single  vs  3  consequent ive 
daily  doses. 


TECHNICAL  APPROACH 


[: 

1. 

Adrinnycin 

75  MG/M- 

vs 

2. 

Adriamycin 

&  TIER  1 

vs 

3. 

Adriamycin 

25  mg  /'A 

vs 

4. 

Number  3  pi 

ns  MER  ’ 

IV 


q  4  weeks 
C  on  days 
•s  1,2  &  3 


1  &  8  q4  weeks 

q4  weeks 

.1  f  8  q4  weeks 


PROGRESS  D..RLNG  i  Y-80:  5  WKAMC  pts.  have  been  entered.  3  died  in  1978.  1  was 

I.FU  on  day  16  in  1978  and  one  had  progressive  disease  in  Feb  79  (day  100)  and  lost 
to  follow  up.  CALGB  entered  75  patients.  There  was  an  overall  25%  response  rate 
which  did  not  vary  per  am. 


Clif'lfT,  OF  Te.iJECTS  TO  BE  STUDIED  BEFORE  COMPLETION'  OF  STUDY: 

Si:iMOU';/l I  L'iXPiXTLO  SIDE  EFFECTS  IM  SUBJECTS  PARTTCI  PAT  TNG  IN  PROJECT: 

None 

COTCLUS  i  0;.  ; :  This  study  was  closed  to  pt.  accrual.  Tin;  re  was  no  difference  in  the 
Adri.nvrin  schedules.  Only  ?.j%  response  rate  was  seen.  Study  is  terminated. 
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STUDY  OBJECT IVE : 


-  _  _  _  j  _ _ • 

Effect  ive.  therapy  for  relapsed  childhood. 


TECHNICAL  APPROACH;  Co-apar-son  of  MOPS*  :>n<1  T--CO '  x  (So:.-.  1979  report} 


PROGRESS  DURING  FY-80: 


Protocol,  cloned  because  of  .lac?;  o.i  funding  of  CAf.GB  ' 
Pediatric  group. 


ANSWER  TO  REVIEWER’S  COMMENTS:  No  patients  cnlcicd  at  V.’RAMC  or  CALCIC 
Study  closed.  This  is  a  final,  report.  There  are  no  possible 
conclusions.  '  . 


numskr  of  subjects 

SERIOUS  /  UNEXPECTED 


CONCLUSIONS: 

None 


TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY :  "  None 
"S I DK 'EFFECTS  III  0  fib  J  ECTS  PARTT CIP AT  INC  1U"'pro"jECT:" 
Anaphylaxis  jot  experienced,  _____ 


; '  U  ST  .1  CAT  IONS/ ABSTRACTS ,  FY-80 


None 
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Bonos. 
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ACCUMULATIVE  MEDCASE 
COST:  NA 


FACILITY:  Walter  Heed  Army  Medical 
Center^ 

SERVICE:  Herna'  o  l.ogy-Oncoiogy 

Department  of  Medicine 


FY--80  MEDCASE  COST: 


ACC UMULAT I VE  CON T RACT 
COST:  NA 


ACCU MU  I  AT I VE  S  UP PLY 


COST’: 


KA 


NA 


PERIODIC  REVIEW  RESULTS: 


NA 


STUDY  OBJECTIVE: 


Not  applicable. 


TECHNICAL  APPROACH: 


Not  applicable. 


PROGRESS  DURING  FY-80:  No  patients  entered  thin 
pates  in  Lntergroup  studies. 


study  arid  CALGP.  no  longer  partic 


number  of  _si:p,.!£c:ys 
SER*  L  0  US /UNEXPE  C  IE  D 


TO  ~RE_S  Ti/DTED  RE  FORK"  COMPLETION  OF_  STUDY  :  None  _ 

S  1  DR  "EFFECTS  IN’"  SUBJECTS  PART  I  Cl"  PA  TING  IN  PROJECT  : 


None 

CONCLUSIONS:  None.  CALGB  no  longer  participates  in  this  study. 
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FY-hO  MNDCANE  rosV: 


STUDY  i'R  !EC'i  i  :  Improve  the  .survival  of  patients  with  legalized  Ewing's  sarcoma 
of  bone  who  have  no  evidence  of  ;:k:tast:a.;as  a'.  ..  iaguosi:  with  an  intensive  unit  L- 

modal  therapeutic  approach. 


TECHNICAL  APPROACH:  Regimen  1  -  High  Intermittent  Chemotherapy  with  vincristine, 

adr i.amycin,  cyclophosphamide,  and  ac.tinomycin-D 
Regimen  II-  Moderate  Dose  Continuous  Chemotherapy  with 

vincristine,  cyclophosphanii.de ,  adriamycin,  and 
act i nomycin-D 


PROORE  J:  DURING  FY-30: 


No  WRAMC  patients  were  entered  on  this  study,  from  starting 
date  to  closing  of  study.  •; 


NEEME 

SERI7) 

None 

CONGM 


O-  SURuNCTliJfo HE  S  !  C!)  i  Ml  RE  FORE  (NJMl  !  FT  1  C.'i  OF 
1/ UNEXPECTED  SIDE  if  IFF  i:  i'S  i  N  SUiiJECTS  PARTfciPA 

I  i  ( MS  : 


r  :;■: 


PROJECT: 


This  study  has  been  closed  to  patient  entry 
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TITLE  Or  PROJECT:  Intergroup  Rhabdomyosarcoma  Study  III: 

Alveolar  Rhabdomyosarcoma  oE  the  Extremity  in  Clinical  Groups  I  t  11  Patients 

::/» - 


STARTING  DATE:  1979 


ESTJ MATED  COMPLETION  DATE: 


PRINCIPAL  INVESTIGATOR:  Or.  Johannes  15 low 


ASSOCIATE  INVESTIGATORS: 

FACILITY:  Walter  Reed  Army  Medical 
Center 

SERVICE :  Hematology-Onco logy 

Department  of  Medicine 

KEY  WORDS:  Rhabdomyosarcoma 

ACCUMULATIVE  MEDCASE 

COST :  NA 

ACCUMULAT I VE  CONTRACT 

COST:  NA 

ACCUMULATIVE  SUPPLY 
COST:  NA 

. 

L.  -  -  - 

i 

FY-80  MEDCASE  COST: 


NA 


PERIODIC  REVIEW  RESULTS : 


STUDY  OHJi.Ci  l  .  S :  To  dcternir,e  optimal  therapy  of  rhabdomyosarcoma  Cru  1.  cytoxan 
be  dropped  from  study  VAC  Rx  2.  is  VAC  pulse  better  than  sequential  3.  will 
Adriamycin  +  VCR  +  Cytoxan  result  in  increased  CR  4.  what  pathology  is 
prognostic  5.  what  significance  is  LW  involv-ment. 


TECHNICAL  APPROACH:  areas  -  very  complex  therapeutic  schedules.  Our  pt 

received  Regimen  25  —  VCR  2nig/M—  IV  q  wk.  x  12  doses  P  DACT  001a  tV,/KG/d  dl  5  T  C 
10  rng/iX/day  IV  dl-3  then  20  ng/M 2  IV  d  o  &  4  +  DACT  dl-5  +  cytoxan  dl-3  repeat 
this  .i  4  w’<s  x  2  yrs. 


PROGRESS  DURING  FY-80:  Qnc  patient  with  extensive  intrathoracic  disease  has  been 
entered  on  this  study.  Sue  received  VCR,  Actinomyc.in  D,  and  Cytoxan  per  treacle 
arm  If 25  and  obtained  a  CR  when  last  seen  on  Day  116. 


NUMBER  OF '  SUP,  J  EC  i'S  j'o’jiE  STUdTeU  BEFORE'  COMPT.HT  J  ON  OF  STUDY  :  See  concTus-tonsT 
SERlOUS/UNNXPiiCTKfj"  SIDE  EEFEtiTG  IN  SUBJECTS  PARTI  CIPAI  INC  IN  "PROJECT:' 

Hone 

CONCLUSIONS :  Too  early.  This  study  as  now  under  the  direction  of  SWOl  and 
follow  up  should  therefore  be  transferred  t:o  Dept.  Pediatrics. 


■  .  •  .v  -  i'-  ;  =:  :•  ■:  c:.t.-:.u  v: 

T «  !  !.:•!  0.’  l.v  i  :  Phan-*  I  i  Study  ui  M— A!  iSA  (h'S'I  ?./i  h ..  .1) 
Treatment  for  '\0  .mo'.xi,  Ovarian  Curri nona,  Breast  Ca r<* 
hypernephroma,  nad  hepatoma. 


i;.iy_lP/'.r 


I.TC  Jeffrey  ],.  Bi-fi-uhiT}’, ,  MC 
i'.'v"  I  !  l  i 


l  i 


KhY  V.'iV.ms  :  M-AMSA,  Melanoma,  Ovarian  Care  Inor.in  ,  i’.rea-Vt  CaroLnowi,  Kywrliop’-i  !•<.*•  i,j  ,  lie  pal  o:; 
A«;ci:::ULAV»-.i:  m-.u. :Adi,  .  ■  i • : : ■ : ;  r v ■  ih;;i  ;  ,  hi 

COST:  j  C»S  ,  : 


FI- 30  ME  PC -Vi  a  COST: 


j  Vcuio  lie'  Ki'.viV  ;  ap.vjb 


lI>Y  OSJSCi  1\  i. :  ^jg  Phase  IX  Sf.udy  qE  M-AMSA  CflSC  24999.2)  is  designed  to: 

Determine  the  complete  ox  partial  r ;<  ponse  fr  equenc  1  ax  of  f!ie  var  -us  selected  t-iinor' 
(Sec.  4.2)  to  tree  fluent  with  M-AMS «  Determine  Hie  duration  or  response  in  those 
patients  responding  to  continued  M-AMSA  administration.  Provide  r.J.d itional  clinical 
and  laboratory  data  regard  in}-,  t  oxic  ity. 


TF.CMUIC.M.  AhPIU'ACii:  The  first  treatment  dose  will  bo  120  ng /"“.  Patients  previously 
heavily  treated  with  chemotherapy  (especially  nitrosourea)  or  radiotherapy  or  with 
hepatic  dysfunction  nay  start  at  CO  mg/M^.  Kvery  three  •  a  v\s  the-  dose  will.  be. 
increased  fiy  2D  over  I  ho.  prev  i.ous  dose  until  !  GO  i.  ;«/;;•  is  reached,  or  until  uye- 

losupp  rest- fun  is  encountered  .  Kyelosu  pp  r  css  i.o  n  will  require  dose  trod,  if  loaf  ion. 

Other  severe  tcxicii ies  such  as  extreme  nausea  and  vomiting,  mucositis,  and  hepatic 
toxicity  may  also  he  indications  for  dose  modification. 

PiOOMiSli  Dh’iiiM'  IT-  Six  patients  arc  entered  on  this  study.  There  have  barn 

no  responses.  Three  patient-;  have  subsequently  expired  and  throe  remain  on  study. 


Nl’lhiE  ddi..'  Til  UK  >’.n  !>!  K  D  lUd'wM-;  ooyu ;  y/r  , .  ,-y  sifaY  :  11.?. 

slrio  t  -'i-K.-;rry;;iTi)  st Db’TtKihT.V  Y:j  suk.i;  cts  pap. ncrpAYi :  is  vko., -xt  ■ 


conclus  ;  ,;n  ; : 


PTBLICA  l  l  Oi-.S/ ABSTRACTS  ,  )  Y-HO : 


none. 


ij.Yiii:  *<0  ii.-*:-: 19uO  i t't'.nrocO!,  >.fi:  7V 1 ! 

ylxi'k'ov  rxohc.v: 

Treatment  of  x’r  inury  Untreated  feutc  l.yrj;>hoe  yfic  Lenkt'i::  in. 


Wu:i-c  ii.*;  1 1' 

STAY  ti.-.  :  )  n’.  t;  j  ■ 

Fiim)  X 


S TART  I X'G  * I<  VI.' :  ?->  < :  p t  */$»  . .  " . j  ESTIMATED  COX? [.I! i  I oTi  _L>.VI  E_:  Close  A/12/Su 

riUKCaW.  IKYCSTIOATCk:  P<:.  Jo l  I  rfTy'  L.  iibrenberp, 


ASSOCIATE  f KYASTKb  '  ORS : 


Kf)Y  CORDS:  Acute  Lymphocytic  Leukemia 

Xcciin-iurATrvE  kbdcKsf.  ~“|  TccuSui .ativk  ccwmcr 

COST:  bona 


FACJ.i.’l  TV :  V’altcr  Reed  Army  Ned -.cal 

_ Center _  _  . 

SERVICE  :  Hematology  •-•Oncology 

Department  of  Medicine, 


COST: 


Hone 


A CCiMUU.’aVE  S JPI’LY 
COST:  bone 


IT- SO  MED  CASE  COST: 


None 


PERIODIC  UEVUT  HESiij.TS : 


STUDY  OBJECTIVE:  1*  To  improve  response  x;r  a  and  duration  in  scute  Jyiaphoey  lie 
leukemia  by  testing  higTt  nor.-  /s  'low  <!  are  p  -••doisone  :» n  induct  re  ■ . 


TECH  SI  CAL  AITT.C'ACI! :  Three  arm  protocol  tamper  i  '.nvdnisor Avt  vi'th  120  r.-f; />  l'- 

and  vs  prednisone.  AO  /  ,  I'-  p.L ..  :  d..:x  nnsoue  12  rA'e 

vincristine  2  ag/tl^  IV  q  voek  x  A. 


A  i. :i  uetienfs  rece:i 


:e:i  vft 


PROGRESS  DTiRTNC  FY-SO:  One  patient  entered;  achieved  complete  remission.  •  (used 
Protocol,  clos'  d  (leenuse  ol.  lack  of  1  r  ■ !  1  ng  ot.  ]':di,T  r.i  c  group  •-  C/O.Od,  1st  ari  1 

regime-.  ) 


KliMSLR  Or  S 

SKRIOUW? 


EJECTS  TO  BE  STUDIED^ REVOKE  COMPLETION  OP  STUDY: 
RESTED  SIDE  EFFECTS  IK  S U d J LOTS " PART 3~ 01  RAT- IK C  In" 


;tr/x 

PROlJiCT: 


conclusions 


Trie  only  patxenf.  t  reiited  xr:rrT~be~TroXlo'.:ed~ic>r  long  V.om 
survival.  No  subsequent  reports  will  be  submit  i. eel. 


toxlcxly  raid 


PHubT  CATION  I/.-  ".ST  R  ACTS 


FY-b'O : 


WORK  UNIT  /-  J  574 


j)  Vi f :  i  "Ro  ’  I  ■ ■  i  ■  CALCS  798!  ;  M'/.Ti  : 

VfVi ■) ' :  : . 

COMPARTS  j or  fam  vs  ma  in  locally  advanced  or  metastatic  gastric  cancer. 
A  RtlASK  m  STUD  7. 


:  18  Dec  79  '  i'1.::;  '.  CMS 

LSTMJATOR:  JLTC  JEFFREY  L.  KERENS  ERG,  MC; 

••.ST'CATOiVS:  KACIL!  :  W.fj: 

! 

>  .i  :  i ' 

■  SCRY: Cl  :  !'  •• 

KEY  ■ :  C-;:;tric  cancer 

acclm1':  '.v.  p.m-r:  /.m.<  .clat  i  '.t.  >  m:.  :,\ 

COST:  (MSI: 

;•  Y-SO  ■■  MM  '  :  :  i  SC  u'm.'.M  ' 


LATE  :  1982 


:  accc.mi  :  i 

,  COST: 


SiCC;''  .  1,  To  del.  arsine  \.*h  ••  slier  in  lens  if!  0  Lnchu-t  ion  therapy  wi  ::h  a 

two-drug  or.'J  inat  Lon,  exclurl  lug  S  -  Ml  uo  wur.ic  i!  will.  p:  olong  the  Line  to  disease 
progression  when  compared  to  therapy  with  FAM  in  the  treatment  of  patients. 

2.  To  determine  partial  and  comp] etc  response  frequency,  and  the. 
duration  of  response  and  survival  of  patients  with  r oasurable ,  locally  advanced, 
or  with  :  etas  tat  it:  gastric  cancer  when  the  patient;,  are  treated  with  MA  versus 
FAM  and  both  regimens  are  followed  by  a  common  maintenance  therapy  employing 
mitomye  i  r.-C  and  5-f  luorourae  i  1 . 

TECUM  Aci’iMfCH:  Regimen  A  -  5-f luorouracil,  nitomycin-C  and  adriamyc in 

Regimen  Ti  -  Mitomycin-C  and  adriamycir 


p 


No  URAMC  patients  have  been  entered  on  study.  CALCS  has 
entered  50  patients,  however  i  i  is  to  early  for  evaluation 
of  this  study. 


S  1  Kin  S  •;  o  RE  S’i.'e  •  .)  •.  f  •>;;  .>;•  ,.l; 

P  ACT:  IS  MIT  El!  i.  . : !  .V  EM  'CRMS  M  I’A  !  ’• 

O i .  1 :  Too  early  for  ovalu.it  i«*:i . 


/S 


j . i  :  .v.i  Sept  f. ver  t'.u;u  hv.ouh.oi.  NO:  -  -  ' 

i  :  vi.S  ON  r::0..r  :i  : 

L.  -  5  hcc  -  IN  S:;l  on  .1  nduet  •  : 

i'i.'O  :  I, .  i  »itw;w*.‘i::i!  Hog  hi  ili  Aci'-te  NyelonenCUi:1- 


:•  •  i  u: . :  •  •  : 
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s.i'a:itc:;o  date:  so  j;m  ;;o  _  |  estimated  cqs/LErrox  jute:  i opy 

■i^iNCIPAi;  1NVESTI  GATOrH^  dullYy  L.  Keruubnrv;^  __  .  _  . "" 

ASSOCIATE’  INViYtICYoKS  :  .  “  . . *  FAC !  LITY:  ‘Walter  i:  Army  Ncdicol' 

•'  ^  Center _ 

SERVICE:  Hc;:!.:K  elof-y-Oncoio,;)’ 

Department:  c»f  'Mod  -j  c: i.r*.  *■ 

KEY  CORDS :  Acute,  Myelogenous  leukemia  _ 

AYcU^UL/CviiYjYliCyASDf  ■  j  AC C uif ULAT IVE  C(Mm\CT  '(  ACCLiioLAYIVL;'  fi!)'Vl;jAr‘  ‘ 

COST:  None  COST:  None-:  COST:  Anne 


Ei'-SO  MEDCASE  COST: 


PERIODIC  REVIEW  RESULTS : 


SICOx  0*»J.  (.1 JA ...  y0  rieturi'iine  IE:  iu.'.roa -.in”  ir.tO!::-;!;.,'  of;  'Oiii  dan  tharnpy  \A'U 
incre/ist*  :  c-mtu-inion  rate,  2.  To  f»of.urru.nc;  11  c  1. v  trim* ■:* :  :-.(A f •  vSIX  Ann-:;'.:;  ‘'afoot  lot: 
rate  during  reivisnion  Induction.  •  .• 


1  ECS.MICAL  *«1  RROXCU:  Randoml .  Rogim.-m  A  vit.b  CO-AiY.: i  uxazoit:.  pc*  ’i*  * 0  t.  :  i  v;j*  iuOaci  *.oi 
F.eginea’ B  without  CO-fritnoxazoIe »  Random* ta  between  Regi  .1)  )3aunomycin  (DMA) 

45  r.;;/x-l2  TV  day  a  1,2.5  -5-  AuA— C:  '<00  v.g/'c'A  i.v  by  .von?  •  not  a  inlusl  cm  fR.;  :<■■■■/,  V.c//>  ■  t  A  '  :  y 


D1!R  45  nv/ti2  XV  days  1,  2,  3  -I  AEA-C  X00  mg/i#  TV  ly  conti tmoua  ‘J  iiLc. :.  Lon  -G-Ali togualuiu;-: 
ICO  ng/l-t2  po  days  I-/.  Regiir.r.n'  3)  DAT  45  tp//M2  IV  •!•  AHA-C  lOOmg/M2  XV  by  oon'tir.ucmf: 
mcusion  days  .1— .1.0 .  ANSWER  TO  REVIEWER1  S  CONNECTS:  ■  Maintenance:  All  patients  receive 

too  cycles  of  four  monthly  courses  of  chemotherapy:  (1)  ARA  C  1 00  mg / ia  '  Set  *tA  x  ^ 

100  ’iag/m2  po  q  ix'Y  x  10;  (2)  ARA-C  (as  above)  +  •Piudnisone  40  ng/nr  po  day  1:5  4  Vinctis- 
(continued  on  nebt  paragraph)  tine  (VCR)  2  m,;/m  iv  on  day  1  (3)  ARA—C  (as,  above)  + 

PROGRESS  DURING  I  f-dU;  'J'wo  WRAMC  pat  i on* ::  iter.vL  l.<  ;  a  civs  evud  n  ft'.:::)},  utu  :>■  c: :;i a  • : ; .  *  • , 

fl  iT.CR  •  1'  '  1  IT;  ■■  '  !  ;  ’  .  • 


Continued  from  Technical  Approncti: 

Daunonyc  in  1-v  45  ng/ra  on  day  1  and  2.  (4)  Same  -as  Course  2.  After  l.u  se  c-y^  les,  P  1 1  * 
are  randomized  to  d  iscont  i  nu  mg  therapy  or  con!  inned  thei  apy  unit;  it*lapse. 


MUl'.'lilR  OT  SORIECTS  TO  BE  STUOTt’.D  BEFORE  CO  MR  LET  LON  OF  S’TUOY:  _  5  50 

EER  LOhS / UNEXPECTED  SI  DK  EFFECTS  Jai  SUBJECTS  ITlUTICIlVv  i' J  SC  IN  i’ROJKCT : 

None 

CONCLUSIONS:  Too  early  to  evaluate. 


FUSE T CATIONS/ ABSTRACTS ,  FY-80 : 


I'O'lI'  IK, MV  1,0.  1  f)*/9 


DAT" :  '<•.)  V,  ■;>>  lir-'-D  l  i'HO;'1  CALC'S  7  V:.  1  i  .'w'/.i!;’:  : 

TITLE  0;*  i'rU'.i COT :  Surgical  Adjuvant  8ys;towi.c.  Chenot  W-rapy  j 
vit.L  5 -HI,  Atlr  i'ar.iyc:  :Lu,  a  ad  Hi.Co.aycin-C  VS  Onaervation.  only  :i,i  Car:! 
Arl  f.nocairclno'.:'  1. 


'  t:l  a 


starting  date:  1979 
principal'  ' 

AS SOCI  AT : ,  i  N  V  ES  T !.  G  AW  K '.S 


|  i:s i  ■  :i.\ i  ■ .  1 f.v-Yi  i.vi'  •  ? v; j: :  j 9 ; i r. 


;VfOR:_  LTC  Jeffrey  L.  B.cvreube. t:g ,  t\i;  KC 


EACH  I  l'v  :  v.'.ii, .  -  !:<•,  ■:  /  rny  di<  M 

(.V  a  1  •  1  • 

SEKVI 0E  :  f ,* i. *  1  • : t 1  1m;;;.  -On ~n)n-y,  " 

' •  I ■ , ■ :  <  I  of  I . 


KEY  CORDS:  Gastric  Adenocarcinoma 

*  " agent  i eat ive  "ah ; .-act  ' 1  v if 7;*3 » ;T* Ly 


ACClvlULAT I VE  MEDCASE 
COST: 


IT— SO  MEL)  "ASF.  C’JS'I  : 


COST;  _  ___  j  COST: 

I'rancm  c"r» ’vijR.*" i“j  .cits 7” 


STUDY  OR..:  STM:,-.:  ,  .  ..  ,  .  ... 

Ci.'-tc  aia  or  tur;  i\lvay  lo  vfn'ri  j  f  (•  *  *'  c> ' :  o  • ; '  0  •  cycle: 

of  Eluoroisrae'U.,  afM-t.  ■ yeti  :  , ;  r  tn":  cirt-C  ■  (MIoM.ny  < .  c  •  1  ■  1 1  M 

adenocc  ,c  irorna  o’.  !  Inr  :  c  act  i  j  •  '  i  <:  n  longer  '  •  nee.;:.  ire.  Kurt  :  a.--l  i 

standard  surgical  resection  at  on*.. 


j.rc  ,  r:u;-i  w.M  co.r.j,  :r.i  ; 


TECHNICAL  APPROACH : 

5— F lu or o uracil  GCA  mg/M 


linen  . 
i,v 


1: 


i.v.  day  I  of  each,  ryc-l  e.,  Advi 


Observation  only, 
days  1,  8;,  29  and  lo 
any c in.  30  ing/M?-  1.  •  , 


Re.gux 
o.C  each 

days  1  ; 


Hi  Adjuvant  Carrot!, -raj.  ’  T 
cycle,  ’Kiconyciu-C  10  mg/i 
::1  29.  of  end.  eye. ! 


PRO  GRITS  WIRING  i‘V-80: 


Too  early  lo.  atrrn.il 


pat  i  cut  . 


ANSWER  TO  REVIEWER’S  COMMENTS: 


No  patients  have  been  entered  to  date. 


rioN  s  , 

R I  !■::!)  A  i  !  N- , 


CONCLUSIONS : 


Ki'MYER  oFMnOsX  itfrO  HE  STUim  ivf EE!  VIE  COM!1! 

Sr:RV6'js/i'-:.::xii.(;Ti;i)  side  kw  ecu;  V:;  ’siiiuEoiN  i 
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>  !J  EOT : 


Hone 


DATE : 

Tl  Y(,K  0 
In  Sof  t 

s  l'AKn  r.< 
Pr;noi  r 
A  cjS  o::  i  A1 


KEY  V.'OR 

/{ccTumul' 

C03T : 

fy^so'm 

srubro 

To  dat; 


TECHNIC 
y.  5  day 


PKOGRK.S 
were  Ir 


N UNDER 
SERIOUS 

coNC.'.iff; 


I’Ui'T,  I  CA 


XJ  j!h/>j'UCUi  NO;  'RAh'.  I 

i-  t  i.' C’ii-.-ir'it !  iu-  '••py  with  DTK!  f<  Ad r  i  aanv  i u 
:  Yis;«>,-  t  f».tr 


STAY  US  :  7  : 1 1 < ■  1  i : 

i’-o,  :! 


1 

TE  1 


.  19  72 

US':  i  OYiX: : 
:'.S'!  i  JA'i  OT.S  : 


i)3 :  •'nr.ccima _ 

ATIVE  KEOCASK 
NA 

XOCASE  "COST:  ' 


[j:s  itl  HATED  COM.''l.irri_ON  DAVEp  Closed  .v_  Vs 
Th  .  Jnli.iTTir.2i>  iKo:tt 

FAC  t  I,  I.TY  :  Ka.llcr  Reed  Army  Radical 
__  Center 

SERVi  on. :  llcnatol Ot,y-0acn  ]  o';y 
I  Department  of  Medicine  _ 

accuI-Iueat t.ve  contract  [  acc v :) if 7 sj  ve  Tin i y~ 

COST:  _ _  NA _ _  j  COST:  _ _ 

r  [OiT!_c  l<E  J J  Eiv~RES  (.ILT §7  *f-A 


EJECT! VE: 

armine  the  ef  ij.e.acy  of  DT.TC  &  Atlriamycin  with  soft  tissue  and  bone  sarcomas 


Al.  APPROACH:  Good  risk  pts:  Ad riaroyetn  60  n»;-»/M - 
/s.  Poor  risk  --  Adriamycln  45  tn^/M-  day  1  ft  DTIC 


day  1  and  DTIC  250  p.g/M2  IV 
200  ng/M2  IV  x  5  days. 


S  Dl’RTXG  TY-80:  This  study  was  closed  in  May’  1973.  In  past  year  5  patients 
>st  to  follow  up.  Other  conclusion:  an.  as  per  1973-79  report. 


OF  r 

TIBJECrh 

TO  hE 

S  .U!)!  i 

1  EE  FORE  CORPI.E'i 

■  rOh  OF  Si'Ll 

DY  : 

/l;;. 

.XEECTKi) 

SIDE  i! 

FFECTR 

< 

!  CJ1 

!  C/2 

!T  icll’AT  i  >!( 

;  in  " 

Kune 

I  Oh 

; DTIC 

f<  Adr  i 

a:  jyc in 

-  low  response 

rate 

S  tudy 

1  shoul 

(1  bo  t 

arm  traced 

T lOyG/AKXIRAGTS, 


FT-  HO: 


'JV :  TO  Sep’  .her  1  980  |PROTOCl)!.  NO:  W1WC  7  W» 

ill!.:;  i ■  r:  Treatment  of  Advanced  Renal  Cell 

Car.-  •Lt.;>  a  Combination  of  CGNU  ami  Bleu: lycln. 


wore  \  :.  rr  ;•  jet 

STATU  :  :  I  '•  i  l  I  i 


STARTING  D.Yt  _  _  _  *  [  ESTIMATED  CkiiPjjT  i  0:7  ICifS  :C  U  JV 

f’lUNCiivY.  I  KVi’STi  (jA'idu:  1*^  Johann-Ts  Blora 


ASSOCIATE  INVESTIGATORS : 

Dr.  Charles  Miller 

FACILITY: 

Walter  It. 
Center 

? c]  A r.\iy  riedic< 

SIT: V  I  CE : 

llemaLolog) 

-Oncol ogv 

Depart men: 

of  Medicine 

KEY  WORDS  :  Keaal  Ceil 
ACC  U  M  OLA '  cTVE  MED  CASK 
COST :  Kone 


•arc  l  .noma 


ACCUMULATIVE  CONTRACT 
COST:  None 


AGCl'MlJCAi’EVK  SUPPLY 
COST: 


FY-80  MEDCASE "  COST :  '  ~  ' . rPEiUODlcl’EVICT  KESl  T/fs : 

None _ _  | 

STUDY  OBJECTIVE.:  1.  To  examine  eff  icacy  of  CCNIJ  and  Bleomycin  in  the  tren t 

of  advanced  renal,  cell  care inona. 

2.  To  determine  if  this  regimen  would  extend  disease  free  survival 
in  patients  with  locally  advanced  disease. 


TECHNICAL  APPROACH:  CCNU  130  mg/iM2  p.o.,  every  6  weeks 

Bleomycin  15  mg  X.V.  weekly 


PROGRESS  DURING  FY-80:  One  patient  relapsed,  leaving  7  r-  till  disease  free. 

This  patient,  developed  bleomycin  pulmonary  toxicity. 


NUMBER  OF  SUBJECTS  TO  BE  STUDIED  BEFORE  COMPLETION  OF  STUDY:  _  None 
SERTO US /UNEXPECTED  SIDE  EFFECTS " IN  SUBJECTS  PARTICIPATING  IN  PROJECT:' 
Bleomycin  lung  toxicity  producing  death  in  two  patients  and  morbid ' ty  in  one. 

CONCLUSIONS:  This  is  a  potentially  toxic  regimen  with  uncertain  benefit.  The 
remaining  seven  pal. Lents  will  he  fol  lowed  For  long  term  toxicity. 


PlIBTJ (  A  t  IONS/ABS  TRACTS ,  I  Y--80:  Miller,  C.F.  et  al  :  Adjuvant  Chemotherapy  of  R.-nal 
Cell  Carcinoma  Using  a  Combination  of  Bleomycin  and  Lomus  sine,  ASCO  vol  28  p  ce  3tS7 
March  1980.  ' 


WORK  UNIT  £1.6 ',4 
Wi'.AN.C  730 1  J: 

t  ;  •■;.(. !' :  i’iu..  . 

KVAM  ATK  N  OR  AURlA.V-’CiN  AND  C JS-l’i.ATiNUM  COMBINATION'  CHEMOTHERAPY  IN 
TREAT  Mr. NT  Of'  MALIGNANT  UTS  RASH 


STAR  ;  ■"  1973  |  i.S  I  :  N  Vi ; .!)  CO '•!/ LET «iAT  A:  19S0 

i’R  1  Xi .  .  ..  :  R :  JOHANNES  jiLOM,  Ml) 

AS3\'i .  iN  VI’S  i  L'.’A  . :  !  VAC  i  i, !  TV  :  V;  a  Her  '•  :  - :  -A  Ar;:.y  I  cal 

!  S'-.fiV  I  CE :  I i u;n.> t o  1  o ; ' v- f < n <:o 1  c*  £ v 
;  Dcpat  t'.T  C*  Ve  die  1  {\V 

KTY'n  3  :  ADRIAMYCiN, ,  CIS-PLATINU>I~  ' \mALICNANCY  " 

a(.'.:l 7i  v  .;).. as::  ac’o;mvl;m  i  ve  coNTiiv.rr  ’  ;  AccV-vfi'Arivt-:  sui’i-i.Y 

COS  I’ :  IS  t>V  i  '  0.'; . ;  ]  : 


IaA  t  : 


,  :•  .viio;  ij;sNi.Ys: 


STVOY  0:J.  •  -  T .  \  :  To  evaluate  the  efficacy  of  cis-plat  inuro  and  adriatnycin  in 
patients  with  malignancies. 


"t  LChN  r.C  M.  Ahi-JOAi.:! :  Adri.aayc.in  60  mg /n^/ day  IV  every  21  days 

Cis-platinuru  60  ng/ra^/day  IV  every  21  days 


IT-  ■:  No  patients  entered  during  1980.  Thirty-nine  patients 
were  entered  prior  to  19d0. 


.  >  >.  ;  : '  V  i  AN  c,  UaY  ;  NONE 

•  ,  -  ’  ■  : :  .in',  i  .•■; .  .  %  '•  > :  a;  i  r:  ivciscr; 

Three  priests  with  prior  radiation  experienced  severe  leukopenia. 

,  .  Tlii  ;  conh  inat  ion  has  also  been  piloted  by  CALGB  and  appears  to 

have  possible  activity  in  prostate  carcinoma. 


the  pro  irate  subset. 


Consideration  will  be  given  to  publication  of 
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WORK  UNIT  ii  1049 

mniy-  "  •-  --i  1C'V'  i:-R'V'  WKANC  7002  •  •'  •' 

'i  i  71-2  V.  .  :  Chcsao J rannino therapy  of  Prostat  ic  !  . 

Care  iaor.a. 


1.9  76 


i'v.'V-v  LTC  Jeffrey  L,  Ber  caber**,  MC 
a v. 'Us:  !  :•<  •: 


1981 


K~l'  V.’0 ■ 

Avlu Uliu \ ...  . . \u  i . 

COST:  _ 

FY-30  KELdYs  COSlT- 


STUDY  03  JT YiTvR:’  ~  . 

To  study  the  of fi racy  of 


the  combination  of  cyclophosphamide,  .vac 


5-fluorocracil  with  and  without  BCG  irmauno  therapy  in  the.  treatment  of  ad  vane  *fl 
Stage  D  carcinoma  of  the  prostate. 


TECHNICAL  .  r  v.  : \Cd  :  Regimen  A  -  Cyclophosphamide  1000  mg/m^  T.V.  on  day  1 
5-f luorouracil  600 .  ing/m-  T.V.  on  days  1  and  o  iv-G  6  .10u  units  on  days  14  an 

Regimen  B  -  Cyclophospharaid <:•  1000  :a/..r  I.V.  on  day  I  5-f luorouracil  600  mg/;n 
on  days  1  and  8.  This  cycle  to  be  repeated  every  28  days.  Addendum  -"1  changed 
BCG  vaccine  to  the  Past  our  pi  rain,  2- •>•<10°  viable  units. 


f  h 


PROGRESS  .  !•  Desired  object  !vk  of  0  p  >t  K-  its  ruvtniul.it  ed  for  «val" 

Protocol  7602  to  he  evaluated  and  findings  pub] ished. 


number  of  ;v-.U;-:crs  's  y o  •  c  ,  a 

serious .dh.CT  i  sTi'i;  Yn  :  i.fs’  i:i  i-.is  p\o; 


C0NC1USI1:.  ■  Ponding  evaluation  of  median  survival  values. 


’■  :  20 

s  r;  iVuJRcf: 


PU3LICAT1 


diiTCTS.  it-; 


In  progress. 


lOd 


v-'ukvc  l:;it  i  J  to  s 


■.  :  •  ■  ...  i  1  :  VJPANC  77<:.l 

x  '  -! .  •  AJj uvanL  Chemotherapy  of  Pros  tat  Lc 

Care  tncniia  with  Adriaa/cin  and  C Is— Wiainminedichlo r  opla t  i nut*  II, 


STARTLE  •  '■  .Vi 

1:1  .f  nc ..  ? 

ASSOCIATE 


1977 


ETC  Jeffrey  l„.  Berenberg,  ' i . 0 .  NO, 


i  or/ 


KEY  VaiKI  }: 

ACCU:!LiLvi'".vi :  - ; f.i::  •  si: 

COST: 


Ft-SO  NF.DCASE  COST : 


STUDY  OBJECTIVE: 


AOi-USO:  .Vi  i\‘ 

COST: 


V  I 


f  Pio  U'iu  O  i  ...  Kbi'S: 


To  compare  the  efficacy  of  radiation  therapy  alone  versus  the 
combination  of  radiation  therapy  plus  chemotherapy  in  the  treatment  of  patients 
with  operatively  staged  and  Iilstologically  proven  stage  D1  prostatic  carcinoma. 


TECHSrOA!.  / 

additional 
Adr.iamycin 
28  days. 
Addendum  £ 


Regimen  A 

Whole  pelvic  irradiation  to  a  total  dose  of  4600  rads  with  an 
2C00  rads  to  the  prostate  bed.  Regimen  13  -  Radiation  therapy  as  above 
60.  mg/m2  I.V.  day  1  every  28  days,  Cis-Platinum  60  mg/m-  l.V.  day  1  ever 
Addendum  i?l  increased  type  of  patients  el  gible  for  this  protocol. 

2  modified  administration  of  cis-platinum  to  decrease  toxic  side  effects. 


PROCRESu  i)l:Ri!.0  KY-80:  Thro  patients  have  been  entered  on  study.  No  additional 
patients  entered  in  FY  1980. 


Ilf  i  VoirVi  : 

CONCLUSION  •: :  Too  early  for  evaluation.  The  fall-off  in  accrual  is  due  in  part  to 
competition  with  National  Prostate  Cancer  Project  protocol  £600  which  also  evaluates 
adjuvant  therapy  in  patients  with  DX  disease.  The  desired  number  of  patients  can 
probably  be  entered  by  1984.  As  the  NPCP  protocol s  do  not  look  at  adjuvant  therapy  with 
PUBLICS  Tl'R.S /  ASSI KAC n> ,  i'Y-30:  ^cis-pl atinum,  this  study  should  remain  open. 

NONE 


MJXVEK  Or 
SERIOUS /J 


i_r.:.TS_  lO_  lib  JjjUlUEJ  Jl 
:  i.rVil)  SIDE  EFFECTS’  IN 


.1 
SU:; 


work  unit  /  l  cr»6 


'  '  :  •p:.vv_er  ipso  ;p  :■  ••  ;:o:_  wrako  7 ho i  :  ■ 

vs.  iv  project  :  protocol  for  immuno  loci  cal  f.vahuatiox 

AND  PHASE  ONE  TMMUNOTHKRAl’Y  OF  PATI  ENTS  WITH  VARIOLA  CAItC  1.  NOMAS 


S  ;  ,.I  '<  VO  i'Ai'i  j  1978  _  j  ilS'i  Hi'  ( > » V" : ’  1 . ;  0  X  Accrual  co: 

rjJivc;  :\\;Y' lo^si'Yc:atok:  blom,  md‘ and'M.u  Lours  f.  di  ruh,' mu' 


A  <:  •  > 

Yc  t  ate  ixv.Y 

STl  CATC 

FAC  i  ; 

Yi  i  v  ; 

:  ;;.i  1  t  ■  ■ i' 

,1  ■  v  -  ■ ; 

DR. 

HERB HUMAN 

-  NIH 

j  SHKVi 

~!i v.Y\  ■  t  oY-Y 

•-c.Y’.-uY'.v  ’ 

:•*  r.Y 

’  ’ :00uX:  lYlMUNOTHE RAPY  , '  CARCINOMA . 

! - - 

— 

.Jp’p 

•  •  i  r  i*.i? 

UX.XLATrVK  M 

EDLASE 

j  Ai.a.v.'Ih 

LAV  I V. 

'  Ci A 

ITKACi  j 

ArCi-’tji.Ai'i  V’K  ; J’j’i.  / 

O  )S 

*  * - 

- - 

;  u>.m 

...  .  .. 

— 

-  ! 

is  ST : 

FY- 

So  OF.  OCAS  E 

COST: 

| 

i  PERU 

i _ 

HU  C 

REVIEW  Kt:.i L 

Ji.TS  : 

STl* 

oT  OBJECT LV 

H :  To 

perform  detailed 

immune  evaluation  in 

patients  with  tumor 

present  and  tumor  entirely  resected,  following,  immunization  with  C.  Parvum  in  an 
attempt  to  ascertain  changes  in  cytotoxicity  induced  by  immune  agents  and  to 
determine  if  immune  depression  in  cancer  patients  can  be  reversed. 


TECHNICAL  APPROACH:  As  per  outlined  submitted  for  FY  80  and  detailed  in  original 

protocol. 


ih.v  .H.-Li  Dl'l  I  MI  rY-80 :  Three  patients  were  added  to  the  study 


Hi  vYfY  (.if  SUiiHXH-l’jnV  LE  STUD  i  F.D'Ti;VoU;-f 'O'-MPLlTr  WON  OF ’STUDY  :  Completed”’ . 

si.  :•  u'-iT/unexpecthd  s”r i?E  k  Yi  vers  i  x  s u;u  ect  s  partioipatYx';  in  protect: . 

None 

C'.'.C  'RloXS :  Too  early  -  wi  ll  require  follow-up.  Data  is  now  be  ing  processed 
at  NIH.  The  results  of  this  data  will  he  compared  to  the  patients'  clinical  course. 


PI  .si. CAT  IONS / ASST HACTS  ,  FY-BO:  None 


j.-.UT:  Tumor  Tissue  for  Extract  Preparation 


WORK  UNIT  NO.  1672 

I  j:  :!-  i :  S  :  U.  <.  i:..  X 


STARiTN  1978 ...  _  j  i  M  ■)•■■■  i  i-A  : :  ....1981 

PHltCCtTAl.  NVE'>TK‘\iOU:_  LTC  -Jeffrey  L.  Berenberg,  MC 

ASSOt.’i  A  IE  :  N\"..iTiCAiORS :  i  i’AU!  :  TY  :  h'-i  I  •  .-t  Heed  Army  Mduir  ■:! 


j  U!  Ui. ;  ih-!..  ; m>  |  u  • -Unco  i.o;',y 

. .  . . .  ._ .  i  _  0-  j  '•••.! is*;  oC  ;!<••:!  if.  Ml" 

bj?  . ' :  Tumor  tissue;  extract  preparation;  colon  cancer;  antigen 

AOCL/NU;. ...  T.bdASd  i  1.- A  • '  :  j  AT  J  •  :  ’  .'.Vi  i'At  • !  i  ’<  .UM'Jf.e.V  i '. ! .  ..NI'HA 


C0:5T : 

FY-airnnr 


i  COST: 


i  -.  -  >  i  ; 


i  Pi’.ki;  ;»i  ;■  ;-TVl u<.7;5 : 


*  •]'  Q . IIP  . 

Evaluation  of  immunotherapy  in  carcinoma  of  the  colon  using 
an  antigen  prepared  from  human  colon  tumor  tissue. 


T~  CHN’T*'* :  Y.MACii:  Obtain  tumor  tissue  remaining  after  the  Department  of  Pathology 

has  obtained  the  necessary  samples  for  diagnostic  purposes.  Tissue  should  not  be 
deposited  in  formalin,  should  be  kept  sterile,  and  rinsed  with  normal  saline. 

Tumor  tissue  should  be  trimmed  of  fat  and  other  tissue  as  much  as  possible. 


>K0GH:*S:>  .V  V.  :'Y-E0:  N°  tissue  obtained  to  date. 


NU'-OiE;’  Or  -  '  JulvTl  TUP :  E  )  IV  WE  (V  i'l  t.T  J  (V  N  U'DY  :  " 

serioVv, wo r.-.n  :i  r.iPhuia  in  sdiuror:'  ■  •  i r. r  v; Tn  p’.oj  kot  .  . 

NC!.u  , ; ;  No  data  for  evaluation.'  Study  will  be  closed  ~if~no' Tissue  is 
obtained  w l thin  next  6  months. 
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STL-Jf  G.s.il,.  u. S  trep  to  so  to*/,  f  u  ha?  shown  a  p,x-e«<r  decree  .of  ef  f  e-ct  iveness  > 
metastatic  islet  cell  c  a  vein  ox.  j  of  i  u,-.  acre. is  and  n*tast..-lic  carcinoid. 

Clinical  recponsaa  '-.'’ve  been  reported  in  patient.1;  with.T.ia.Iignant  5 si  fit  cell 
Strep foeotocin  yields-  an.  overall  response  rate  of.  .np;aox  irraCely  70  ..,  Even  i 
oTjj active  response  does  not  (i;:,:nr,  nr-.ftli'-r/tt ion  of  wynptam  iroi.v  horaonal  j> 
tunors  Cinsn.lin.ona  cad  carcinoid}.. may  occur »  Adequate  clinical  trials  vita 
drug  have  not  yet  Been.  performed  in  other  tumor  types. 
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rat;:. •-L.nl,  -a..-..  Si.iptor.'  :  ocin  available  foi  i  utrav  .-ncian  ad  1 1  lv'  c!.r  at  ion  on'l  v , 

Both.  a  five-day  intensive,  course-  regimen,  and  a  week  ly  regiviea.  have  been,  videjy 
employed  using  this  drug,  with,  current  favor  given  to  a  schedule  of  500  ng/ri*  IV 
bolus  daily  x  5  every  4-6.  weeks.  The  weekly-  schedule  has  usually  Been.  1  gui/n-/\?eek 
x  4  vaekm. 


PROCntsSs  Dr :.  i  1  f-BO:  xitino.  patients  entered  on  study  ■»  all  pat  bents  had  clinical 
diagnosis  of  carcinoid  tumors ..  There,  ware,  nr  responses  and  all  p alien to  have,  cxpjj  •••-.} . 
At  post  taortea,  one  patient  was  found  to  have,  met  astatic  nelar.rr:  .i  instead  of  carci¬ 
noid  .  This  is  part  of  a  cooperative  effort  with!  KCI  to  study  response  with  to:: it i..tv 
of  class  ,rC,r  drugs. 


ANSWER  TO  REVIEWER'S  COMMENTS:  This  is  a  class  C  NCI  Study  for  use  of  Streptozotocin. 
*  Patient  data  is  reported  for  information  only.  It  will  remain  open. 
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is  qualitatively  and  quantitatively  the  same.  Therefore,  this  drey  represent::;  an 
alternative  to  E.  Coli  asparaginase,  in  those  situations  where  repeat  coursed  of 
asparaginase  therapy  are  required  or  where  allergic  reactions  force  the  discontinuance 
of  the  K,  Coli  preparation. 
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TECHNICAL  AiVRv.voii:  IntravpnOH(.jy  3>000  lU/Kg  30,000  IU/rsZ  per  day  >:  10.-20  days, 
Intrs.mu3C.ular.ty  6,000  TU/irr  L.i.w.  x  J  weeks  (U  doses).. 


PKOCP  :.V:  DURING  FY~:  0: 


No  patients  entered. 


NOTE  ADDED  FOR  APPROVAL  OR  ANNUAL  !':<■  :  .RFNS  Hi. PORT : 
for  use  in  patients  allergic  to  F .  Coli  f,- ASF 
one  or  two  patients  per  year  will  b"  entered. 


This  is  a  class  "C"  protocol 
It  will  remain  open.  Perhaps 
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: i.D  s» Dif  ef’i  Ft: is  in  s;::;jkci:->  pari  tci  patinc  i;i  mu;:c 
None 
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Title  of  Project: 

Evaluation  of  Efficacy  of  Suppress  lag  Platelet  Activity  in  PatlenLa  With 
Intermittent  Cl  avid icat  ion  ,  •  -  . 


Starting  D;v 


Mav  1978 
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Principal  Investigator:  George  J.  Collins,  Jr.,  col,  MC 


Associate-  laves  tisaiors  : 

Salvatore  Seialfa,  MAJ,  MC 
norm.au  M.  Rich,  COP,  MC. 

Earl  Ft’t,-;usan,  MAJ,  MC 
G.  Patrick  Clagett,  LTC,  MC. 

Mr.  Chari  o,-.  Barr  _ _ 
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Facility:  ifRAMC ,  URATR 


WPl/Svc  Peri  pin  ;rn 1  Vascular  Surgery 


Accumulative  aVLEDCASB 
Cost: 


Acc-  .-mdative  Contract 
Cost: 


FY-80  i.IB;X:ASF  Cost: 


Accurro dative  .Supply 
Cost: 


Periodic  Huview  UcsuV ::: 
(to  be  filled  in  by  DC.*) 


(Study  Objective: 

1.  Vo  determine  the  relative*  effect  of  several  platelet  active  drugs  in  suppressing 
in  vivo  and  in  vitro  platelet  function. 

2.  To  determine  whether  or  not  t  St- ••*,«»  drugs  cause  a  lowering  of  coagulation  I  actors. 


3.  To  determine  if  suppress  ion  of  platelet  function  in  patients  with  intermittent 
claudication  results  in  objective  improvement  in  exercise  tolerance. 

'Technic?!  Approach:  Patients  ranging  in  age  from  AO  to  70  years  of  either  sex  with, 
intermittent  claudication  documented  by  lowering  of  ankle  pressure  after • exert*  Ise 
were  randomized  into  four  treatment  groups.  One  treatment  group  received  placebo, 
on:-  received  600  mg  per  day  of  aspirin,  one  received  600  mg  per  day  of  aspirin  and 
100  ng  ner  day  of  persant  ine.  and  on  a  received  200  rag  of  sulfinpyrazone  four  times 
daily.  Patients  had  a  full  coagulation  screening  battery  'including  prothromb  i  n 
tine,  activated  partial  thromboplastin  Lime,  fibrinogen,  factors  II,  V,  VII-X,  (Coat'd 

Progress  during  1'Y— 80.  [_otal  o f  93  patients  completed  the  entire  test 

period,  i.e.,  six  months  on  drugs  and  all  specified  laboratory  tests. 


Nr  mV:  r  of  subj  acts  to  bo 


studied.  lio.forc  corp.pir.Noti  of  study. _ Completed 


Serious/ uns.':n:;et«d  side  effort'.; 

Only  on:*  pat  ient  withdrew  due 


jtt  subjects  participating-  in  project: 
to  a  rash  f  roP!  aspir  in. 


Conclusions: 


Data  analysis  has  not  boon  completed, 
within  six  months. 


Tt  should  lie  completed 
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Mr.  Donald  Christopher 

Hematology,  V.’KAJR 

Daniel  Kimball,  COT,  MC 

Norman  M.  Rich,  COL,  MC 
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Mr.  Charles  Barr 
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FT- SO  MEDCASB  Cost: 


Periodic  Pevicv/  Results: 
(io  la;  •  tiled  i n  liy  1  >01) 


Study  Objective:  To  develop  techniques  whereby  sizable  numbers  of  patients  can  be 
screened  for  hypercoagulability.  The  objective  of  the  study  is  to  be  able  to 
screen  as  many  as  twenty  patients  per  day. 


Technical  Approach:  Patients  from  the  Peripheral  Vascular  Surgery  and  Hematology/ 
Oncology  Clinics  with  suspicion  of  hypercoagulability  had  coagulation  screening 
batteries  and  throshboelastoyraphy  performed.  in  addition,  twenty  healthy  volunteers 
were  examined.  After  the  determinations  were  made,  the  results  of  thromboelnslography 
and  the  screening  battery  were  tabulated. 

^Progress  drain"  FY-80:  The  study  was  completed  per  obje  ct ive  and  the  result  lmvv* 
been  tabulated.  Statistical  analysis  should  be  completed  in  six  months. 

lhere  were  no  side  effects  or  complications. 

Number  of  subjects  to  be  :;'ucb cd  before  completion  of  .uludy: 

Serion  .>/ unexpected  side  effects  in  subjects  pai'iicipnluig  jn  project: 


Conclusions: 


Publications  or  Abstracts,  FY-80:  None 
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Cell  Carcinoma  of  the  Bladder. 
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Study  Objective: 


Periodic:  .Review  Results: 
(to  be  filled  in  by  PCI) 


To  compare  short  courses  versis  long  courses  of  pre-operative  radiation  therapy 
in  the  treatment  of  invasive  cancer  of  the  bladder. 


Technical  Approach:  No  deviation  from  protocol.  There  are  no  increased  side 
effects  or  increased  incidence  of  expected  untoward  side  efforts. 


Progress.-.  durini&^fs^b  j0  date  we  have  1 A  patients  in  study.  Study  started 
inj>*-'?3T  ""  No  funds  required  and  no  funds  needed. 


Nan-bur  of  r.'-bi: to  ho  studied  l>  afore  completion  oc  r.rudy :  '■  > 

Scriuu ../unexpected  side  effects  in  subjects  parlicipuli-ig  in  project: 
ha.'?  been  no  ser ious/nnexpected  side  effects. 

Conclusion.,:  fj0  conclusions  yet.. 
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I’ablications  or  Abstracts,  FY-SO:  None 
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Pro  ares  s  during  FY-SO: 


Number  of  subjects  to  be  studied  before  completion  of  study. _ _ 

Serious/unexpectod  side  efforts  in  subjects  participating  in  project: 


Conductions.  Final  report 
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